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(54) BRAIN PROTECTIVE AGENT 

(57)Abstract: 

PROBLEM TO BE SOLVED: To obtain a prophylactic 
and therapeutic agent for brain edema, cerebrovascular 
disease or cephalopathy having low toxicity, brain 
protecting action, excellent safety, brain transfer, 
metabolic stability by making the prophylactic and 
therapeutic agent include a specific 1,3-azole compound. 

SOLUTION: This prophylactic and therapeutic agent 
comprises a 1,3-azole compound of the formula [R1 is H, 
a (substituted) hydrocarbon, a (substituted) heterocyclic 
group, a (substituted) amino or an acyl; one of R2 and R3 
is H, a (substituted) pyridyl or a (substituted) aromatic 
hydrocarbon and the other is a (substituted) pyridyl; X is 
S, O, NR4 (R4 is H, a hydrocarbon, an acyl, or the like)] 
which is substituted with a pyridyl group that may 
contain a substituent at least at one of the 4-position 
and the 5-position and may be N- oxidized, such as N- 
[4^(4methoxyphenyl)-5-(3-pyridyl)-1,3-thiazol-2-yl] 
acetamide. A daily dose of 1 ,3-azole compound is 
preferably 1 -20 mg/kg body weight as an injection. 



LEGAL STATUS 

[Date of request for examination] 

[Date of sending the examiners decision of 
rejection] 

[Kind of final disposal of application other than 
the examiner's decision of rejection or 
application converted registration] 




http://www19.ipdl.ncipi.gojp/PA1/result/detail/main/wAAAmZaGCHDA412302680P... 



18/09/06 



Searching PAJ 



2/2 s<— v 



[Date of final disposal for application] 
[Patent number] 
[Date of registration] 

[Number of appeal against examiner s decision 
of rejection] 

[Date of requesting appeal against examiner s 
decision of rejection] 

[Date of extinction of right] 



http://www1 9ipdl.ncipi.gojp/PA1 /result/detail/main/wAAAmZaGCHDA41 2302680P... 1 8/09/06 



(19) B*H#ff/r (JP) (12) |§ ^ fft Q $g (A) (lOtttftty^H^ 

#^2000-302680 
(P2000 -302680A) , 
" (43) 'AM B y^!2^10^ 31 S (2000., 10, 31) 

m>mn f i f-va-r(##) 

A 6 1 K 31/44 613 4C063 

31/00 6 0 7E 4C086 

6 0 9 
6 4 3D 
31/445 6 0 6 

m&m& ^m*. msm&mz ol t£ 57 jo m$mzm< 



(21)flJII## 


&mm 1-116685 


(71)fcH8iA 


000002934 










(22>msa 


Yim W 4 a 23 B 0999. 4. 23) 




AK^AKm*^Kt«EHTiaTB l#lf 








aiii rate 








AR^***±Br 6 T B45#20^ 






<72)fglJJJ# 


MS 








ftjem#FTpHK#^s»r 3 t B21-18 






(72)fg9i# 


MM wn 








gMm)\imffim&}\m®m& 2-1-6 








(K-205) 






(74)fsaA 


100114041 








#a± mm m-~ 











(54) KWO**] JBffiSEflrU 



(57) 

III] «ttfcH»H. «Jii«l»*Xtt««fls^«o^W 

4ffixr±5ffito*/j:< tfc— g&g 
£#LTv^fc«fcv^y ^/p»-ejKjiSixfci f 3-r 



(51) IntCl. 7 
A6 1K 31/4439 
A6 1P 7/10 
9/00 
43/00 
A6 1K 31/45 



ft ffl 2000-302680 (P2000-302680A) 



J 

[SC*. R^TkSHK^ B*£«:^LTV*-Ct>J;v\K 
*b*SiS. LXV^Tt J: v^**||tX, 

R^-^tt**]*^ B&K£^LT^T<bJ;l^y 

nr4 R^dTk^ii^, amx^#urv>Tt 

[W*«3] Rljjs (i) **JSHK 

(ii) «lftSS:l*v^L5fi«^:j^-e4^^^U'rv^Tfc<^:v^ 
Ci-sT/l^/K C 2 -67^^^;K C 2 - 6 T;U3r~/K 
C3-6^^dT^^;K C 6 - 14 T V — ;UXIiC 7 -i 6 7 7 

(iii) fi&S£l*l^L5fi#LT^Tt><fcVVjK3S so 
SIX ; 

(iv) (a) «lfeSSrl*V>L5fi-ttL«?tL#Lrv^T 

-'K C 3 - 6 ^^d7;K/K C 6 - 14 7!)-;H(j:C 
7-16T9/i-*7K (b) EJfeS^l*^L5fi^fLTV^ 
TtcfcV^-eT/^yir^ (c) B&K£rlftV>L5 

Sr£tr5fc^Ll 4MKX8ltX&tf (d) * : -(C = 
0)-R 5 , -(C=0)-OR 5 . -(C = 0)-NR 
5R6 N -(C=S)-NHR5 -S0 2 -R 7 (5t 

f\ R 5 te*f?fjjjiT-> «*SSr*LTV^t J:v^t;* 

SiB^Xtt: C i-eT/t^K R 7(ig^S^r^r LT^t^ 
J: v *«flak*XX WtB**«r* ltv>tti;v ^iftat£ 

(v) Ci-6T/U3r^K C 6 - 14 T!J— C i-gT/l^/U so 



isw\ aisis^&wRigjs^^batftLS i fti^t,4« 

(vi) 5t : -(C = 0)-R5, -(C = 0)-OR5 > - 
(C = 0)-NR5r6 x -(C = S)-NHR5 X\t -S 

0 2 - R 7 #E#W:tt8Ei:Wa«S:^-f. ) 
J^TV;H; R2^r3(7)-^ (i) tK^J®^ 

(ii) H&X£r 1 fcl*L5fi^LTl^Tt> <fc^fc°y i?/i> 
mjZte (iii) Ht&X£l&^L5ffiWLTV^t><fc^ 

c 6 -i 4 ry^i «Sf5 2i(Z)iM^it4 

^ B&S£l&l^L5f@;tLT^Tt> <fcl^y vVU 

Xteit NR*Xm£tLZ>mX\ R*fr (i) 7K*Jg^ 
(ii) fi*SSrl3fcv^L5fi■tj^■ei^#LTV^Tt«tv^ 
Ci-eT^^r/K C 2 -67;V^^/l^, C 2 _ 6 T/l^~/K 
C 3 - 6 v^^n T/U^r/K C 6 - 14 7y-;^«C 7 - 16 7 7 

Xte (iii) 5t : - (C = 0) - R 5 . -(C = 0) 
-OR 5 , - (C = 0)-NR5r6 n -(C=S)-NHR 
5 XWt -S0 2 -R7 (5£tK #E^tt«rEi:RI«*IS: 
.^h, ) T^^tb^T^S (Rl % R2, r3 x R 4^ 

r 5 , R 6 RxfRTx7F£nz>mt>m&m$:^Lx\,^m 

£\ ttBIAXtt. (1) ^ny^ (2) C X - 3 T^ 
(3) ^hP, (4) v^TA (5) 

Wfc£^Ti>Tt<fcv^Ci_ 6 x/i^/K (6) 
Wb^ttTV^t<tV>C 2 _ 6 T^^/K (7) 
v-C 2 _ 6 T^^-/K (8) ^u^>^fc£ftTVvrfc«I:^ 
C2-6^^*^K (9) ^oy^ftSttTV^-Ct ±V^C 

3- 6v-^nT/Udr/K (10) C 6 - 14 7y-/K (11) ^ 

oy^ftSjh/cvnrt J^Ci-sT/u^^ (12) c 

\-§T )V^*srl/-j3 )Vi£~)V- C i-eTA^ ^ (13) 
t Ko^r^ (14) C 6 - 14 ry— fls***/^ (15) c 
7-16T7/^^^r^ (16) ^/U^^h. (17) 

y>fk:SJxTv^T<> J:t^Ci-6T/w*/^^ (is) c 

6-14T})—/l>^*^ (19) C7-i6T9^*^*, (2 
0) T^y. (21) ^ 7 ~ C X -^T;V^jVT ^ / . (22) 
^/-C 6 - 14 7y";U7^/ N (23) v>- C i-gT^* 
^ J , (24) ^-C 6 - 14 7y^7^, (25) * 
/l^/K (26) ^7/P/^>v/ N (27) (Z\-^T)V^r)V-^ 
7U7}<-/l, x ( 2 8) C 3 - 6 v'^P7/l/^-^W^;K 
(29) Ci_ 6 T/l^^>>-#/l^^/K (30) C 6 -14T 
y — yu-;*7/U7f^/K (31) C7_i 6 T ^/i^^ryi— ^/V^K 
^/K (32) C 6 -l4Ty — ^*^->-*^#^/K (3 
3) Cy-ieT^/U^/U^-^f ^yU3sK=/K (34) 5 3^ 
fc*6*«*»;fr/u#=7K (35) /UJU*^* 
tuls/^'i /U, (36) : t/-Ci- 6 7/^-^/W^ 
-f^K (37) is- C\-§T tV^jV— jj/Us<^^( /u, (3 
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8) ^-y-XH^-C 6 -14Ty — /U-^/W^xfy^ (3 

9) ^y-3m^-5;m6M^^#/w^^, K (4 

0) Ci- 6 7^^;P^^^^K (41) C 6 -!47y-;^- 
/i^^k (42) (43)/ Ci-eT/U^r- 

A—^/l'/^A'T (44) C 6 -14T y — 

^yi^T^y. (45) C 1 -67/V3^v/-^;P^;i/7-; 
A (46) Cj-gryu^/u^/v^-^r^y, (47) c 

6-14T D —/U^l^—A-T X / . (48) C j-gTVl'^A' 
-#/l^tf~/l^3rv\ (49) C6-14T y — /t—;fr/M^ 
/^^r^ (50) Ci_ 6 T^^^rv'-^7^^^/W^-ar 
v\ (51) y - C 1 - 6 7/U^r;l'-^ ;w/^-f 
v\ (52) > ? -Ci- 6 7;^/v-^;^ : e>f';^^v', 

(53) ^ey -XHv?-C 6 - 14 7 y — ;^-^;W^^;l/t 
^r^ (54) ^fV^/l^3rv\ (55) Ci-eTVU* 
>K Cg-i4T3— /K Ci-eT^^r/U— #*^#=i/U v 5 
^Li OiffK^aiSW^y^felliHSB 

^KT^y, (56) 5 4V^L10l*f««*aSRt; 
(57) */U#j&>batf*b*) -CS)5W*3B2-|E*<O^BS 

[H*«4]. r5^s (i) *3MSHF- % (ii) B&S£i* 
V * b 5 fi-ttt^tl* IT V >t t £ V > C isT/ls*;^, c 

>K C 6 _ 14 T y-/K^C 7 - 16 T^*/Km (iii) 
B&££l*^L5ffi*LTV>Tfc£V\ jK*lSi^PEWI* 

e^^T-X^Cx-eT/U^/U ; RWR7^S- (i) B&S 
£ 1 fcl * L 5 fi-ttt-Ptt^T LTV^T J: V> C X - 6 T 

C2-67;W»- /K C 2-6^1- 3t^;K C 3 - 6 ^^ u 
T/U^VK C6-14T y — «(iC 7 -i 6 77^^Xft 

(ii) Bifessri>svNb5fi*'LTv^?f><j:v\ mmm 

1 ftl v L 4 fio^-r o JB^-Sr^tp 5 &V^L 1 4 M1S§Si^ 
Stfe Sit#>S 3 E«©TKf&*» 0 

IfS#«5] Rl^BmSSr^rLTV^Tt>J:v>T?yS 
T?*> Sfg 2 B«©^BJ5f&*»o 

[«*«6l -Rl^a : -(C = 0)-R5. -(C=C»- 
OR 5 . -(C = 0)-NR 5 R 6 > -(C=S)-NHR 5 

x\* -SO2-R 7 &*<Dm^tem*m3 tmMmz 
r s y 3 E«<z>^BSf&«ffl. 

[W*«7] Rl^S: -(C = 0)-R5 XW: -(C- 
0)-NR5r6 (S;rti<7>|a-§.ttgS^3S3fcraa«Sr^ 
t~) -C**n5T^u*r lX«2^LXV>Xt «tV^ 
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1] R 1 ^ : -(C = 0)-f!5 xii -( C 

=6)-nr5r6. (^<om^nm^m3 twiMm*^ 

L5^*LTV^t £l^t 0 y vvug ; R 3 ^u>/:/j[g 

C e- 14T y -/w* ; a W X J«R^ t? fc 5 It 3 IE 

[I«#ai2] Rl^ (O ^nyyi^ Any.yft^ 
*LT^Tt> J;V>Ci-^7VMr/K ^7/^=^^02-6^^ 

D=3r^ T ^ y \ ^/-Xft^-Ci-67/^7^ 

y, a^utf*^ Ci^ta^*^— AA'jR^/k ^ey 

20 -X^v ? -C 1 - 6 r^^r^-^7 7W<^^/^U?C 6 -i4T 

y — )v-id\,7&~)\,t % y ^^ii^n^B^s^r i 

3-6i/^nr/^^SXtiC 6 -i 0 Ty— /US, (ii) 5 
SSiSS> (iii) (1) Ci-eT/U^r/K (2) C 6 _ 14 
7D-/K (3) C 7 -i 6 77/^^ (4) 6M«*SS 
Rt/ (5) AD^yg^ Ci-6T/w^K Ci- 6 Tyu^ 

featfttSfiifeS* 1 ^V^L3{@^tL^ f tb^L-CV^Tt > 

30 — C6-14T y — tv— C>7-\§T 

7 /U^r/U— % ;Vt£^.;\s^ C i-e7^^-^ /W^-? /V 
Xtt 5 VMi 6 M«3RSR*/^=/^e>atfix-5BSI. 
SS:lXtt2fiXti (6) i?-Ci-6T^*/^T5/-C 
l-6T^^r y■7 ^ >'^:^LTV^T 1 bc^:V^T^ yS, (iv) 

c 1-6T /u^r/u- ^ /v^^wiit^ y -cb& ^ *tr v * 

rt>iv^5.Xtt6»***Sfeat«T^>*X«: (v) ^ 
yUxK^rv'S ; R 2 ^Ci- 6 T7W^r/K t Ko^'>MC 

1 & V^L3ffi£:^rLTV^T^t> J:V^t: o y v^/i-S ; R 3 # 

£ frTV^T ^ i: V ^ C !_ 6 T ^^r/V. ^7 A-tK*- 5/ C 2-6^^ 

b3ffi^•LTv^Tv^t> <tv^c 6 - 10 r y — (B^S^ 

6W**2E*<Z)^ISf6*«l. 
so [0 0 0 1 ] 
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[0002] 

(D-mannnitol) ]) ± u — /U(gl 

YceroDlZXZmmm&fflmm (osmotherapy) #Sji£/|! $ 

5, -^C75ffi-Ci4iiJW^W*^>- (glucocorticoid) 35 

mskwrnrnxitmu^m^mmm^m lt 

[0 0 0 3] ^Tl/-/um^fet LTtt, «T 

1) mm. m&m. tn.mm. i-D^f-^ 

(TXA 2 ) £>j£B»*l&8. iuNEmWMfftl*4ri-«; 
Ut2] 

R 3 ^N 

ttivv^ys, SilStttt KB+f*, 

-5 V ^fcH&Rr t\> =i /U;<tf=*£-;fr LTV ^ 
t>±V^T/u^u*Xtt«»*i UT**#*^, 2- 
#**>:^^^*&5VMi 2 v-- 1 
^/^^LT^T^ J: 1^7 R 2 id«&S 

-rtiv^^^s^^-f-o ) r-^^tt-si, 3-^7 

V-symmftXttlKDm. (#BflBS 6 0-5898 1% 



Ut3] 

3X>- R ' 

Kt. R 1 ttB&££*LT^Tfc,fc^T*=**£, 

^^sr^# t -r zmm^mxizr $ / 

RSf^^S^LT^Tkiv^^/pg^jj; 
OttHUBg 61-10580 #2t$B) 0 

3) mm. mm. u&m. umm. Tu 2 ^mmmm. 

lit 4] 

R 3 teM&S£*LT^Tk<fc^Ty-yuS£^ 

(US P 4,612,321) 0 

4) P^^PlSf^ffl^^-f-^i: LT, 5t 




l-GTs^/UXte (CH 2 ) n Ar. A r tefi 

R4^*^, Ci- 4 7Vl^/l^ R^^Tk^X^C 

T^$tL^^^^-^(7>^ (#gf7-5 0 3 0 2 3 
WO 93/15071) 0 

5) for i^/^-Mx-h^ 

lit 6] 
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A- 3 6 0 1 4 1 1)., - 

6) tt&ffi, mm. mm. ^ri^u^-ftus * 




ft&*Xtt*tf>J|fi (»BB¥5-7.0 4 4 6^*) 0 
[0 0 0 4] 

[0 0 0 5] 

LfcJfc*. 1, 3-T^-^C0 4firX^5^^>*< ^ 

$ixTv>5cwcft^jeji(D«»s:5fir-rii, a-r 

a) it, .«l*tfN-^ixKYk$4xrv^-ct>J;v^ (i 

a) 

Uts] 




ft&^ila^&S^^bTv^-ct ) iv^t <, y v^s. xt^xti 
■Mfc*Krv^r-t<tv^aEitjDR^ ■MMK^xwts; nr* 

^SifrSfc^XHt*©* (RT> (la) £B& 

[0 0 0 6] gp*> v (1) ft^fe (I) £^ 



(5) 

8 

unfhmmm. (2) 1, 3-y-y^Mfe*#ib& 

m (la) -CfoSSulS (1) K*<D^BSf&*a, v (3) R 

m (i) -**ir^ ' 

(ii) BlftSSrl 4v^5-fl*tt-pn#UTV^-Ct : «tV^ 
d-sT^^r/K C2-6T->^4r=/K C 2 -6^^^— ^> 
C 3 - 6 v/^u7/^/K C 6 -i 4 Ty— WliC 7 -i 6 77 ' 

(iii) a*SSrlftV>U5ffl*lJTt^TtJ:V\ $m 

5-lftV^L4 ffifc^T 1 n IR^-Sr-'&t? 5 ftV> L 1 4 A$3f 
S£ ; 

(iv) (a). «iftKS^l*v^L5^B■ti^^i^*LTvv-c 
7-16T9/l>*^ (b) aiftSSrl &V^L5fl^TLTV^ 

T.t-i^Ci-er^yT*^ (c) «tfe£«rift^L5 

20 Sr*tp54v^Ui4***ai*aW (d) St: ~(C = 
0)-R 5 N -(C=0)-OR- 5 , -(C = 0)-NR 
5R6 N -CC=S)-NHR5 Xte -S0 2 -R 7 (5£ 

•W^Xrici-gT/W^K- R 7 J*a&S£:#LT^-C<b 

■) ^sttiTv^-foairiixsaiftXSrix 

(v) Ci-eT/u^yK c 6 _i 4 ry— C\-^r^;v 

M*. »««^2Sfcl«*JDK^&»tfixSiftv^b4fl 

(vi) 5£ : -(C = 0)-R 5 . -(C=0)-OR5, - 
(C = 0)-NR5r6 n -{C=S)-NHR5 X« - S. 

SjHSTS/*'*; R2&VR3(D— *3»S (i) 

40 (ii) S^S^Tl ftV^b5{@WbTV^-Ct><tV^t <, y 

(iii) BlftSSr lftV^b5^@*UTV^r l ^>«tV^ 
CG-uTVsl-m (W»i-6 2fl<0«»*dStt^bT4 
ftv>b7M^§^^^fi£bT^J:v^ 

g^^L*^lftv^L5<@*Lrv^rt>c}:v^ey 
x ; Rxtx&miktstix^xh z^ffinm*. mmm* 
x\tt NR*xmztizmx\ a) tk^m^-. 

(ii) g^S^rl ft^L5fi^tt ; e^LTV>-Ct J:V^ 

C 3 -. 6 ->^ uT/l^/K C 6 -14T y — /WX^C7-i6T7 
so /U^r^ > jus (iii) S; : -(C = 0)-R 5 > -(C = 0) 
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"OR 5 , -(C = 0)-NR5r6 > -(C = S)-NHR 
SJSLtt -S0 2 -R7 (it*, 4E#W:«rEira«*S: 
) T^^tt5Ti//US (Rl, R2 N r3 n R 4 s r 

5. R 6 RTfR 7 X^£tizmtm&m&#LX\,^i§ 
-g\ SEB&Ste, (1) AP^Vg^ (2) Ci_ 3 T/P 
^^^^^ (3) ^Fp, (4) i/7A (5) /x 
o^>'^kS4^TV^Tfcctt^Cl-6Ty^5¥/K (6) 
Wt:^ttTV>Tt>d:v>C2-6Ty^^/K (7) #yM?* 
^C 2 -6T/^^/K (8) ^ny>{t$ttTV^Tfc«tV^ 
C 2 -6^*~'K (9) ^ny^bS*iT^Tt>J:^C 
3-6->^D7W;K (10) c 6 _ 14 ry-/K (11) ^ 
n^Wt:$^TV>Tt>J;^C 1 - 8 T^r3^>>^ (12) c 

Hr;u=i^>>-^^^- c i-eT/u^^-^ (13) 
fcKn*$^ (H) C 6 - 14 ry-yP^^ (15) C 
7-1677^^;^^^, (16) yyU^K (17) 
^Wb^tlTV^T^>J:v^Cl- 6 ry^^^5 : •^ (18) c 
H47J-;^ (19) C 7 ~ 16 T7/W^r/^^ (2 

o) y. (21) ^/-Ci- 6 T/u^r^y. (22) 

€/-C 6 . 14 7y^7^, (23) v^-d-eT^^ 
/l"T3>\ (24) v?-C 6 - 14 7y^7^ % (25) * 
/l-^/K (26) #yM?*S^- (27) Ci- 6 7;^;>-^ 
yU^ny^ (28) C 3 _ 6 ^^d7;K^^;^^;K 
(29) Ci- 6 T^n^V-^^^/K (30) C 6 - H T 
yW-^/P^^/K (31) C 7 - 16 77^^-^;l/^ 
(32) C 6 - 14 7y^t^f^-^;^;K (3 
3) C7- I6 77^^t^>'-^;i/2K^;K (34) 5X 
6 Mtt^^^yU/j^/K (35) ;ft/w^e^ jvyj&^-ar 
X/^s^^ju, (36) ^y-Ci-gT/u^yu-^w^ 
-OK (37) ^-Ci-eT^^-^/W^^^K (3 

8) ^ey ~^fi^-C 6 -i 4 Ty-yU-^yW^^/K (3 

9) ^ / -3lli v?- 5 Xtt 6 MiS^;^^ ; K (4 
0) Ci- 6 T/U^x^^/K (41) C 6 _ 14 7!i^ 
yM^/K (42) ^^U7^7, (43) Cx-qT/Is* 

yu-^^^ypr ^ y , (44) c 6 - 14 ry — yv-#yu# 

-^T^y. (45) C^/I^n^v-^;^^^ 
(46) Ci-gT/P^l^/W/^^T * y , (47) C 
6-14T y -yU*yU* = /L,T ^ J , (48) C i-eTVU*^ 
-^yU^-zV^^ (49) C 6 . 14 7J^-^;^ 
^***>, (50) Cj-eT^n^^-^;^-;^^ 
v\ (51) ^ey -Ci-§T/\<>*cJ\'-2uVs<^:4 
v\ (52) v ? -C 1 _ 6 7^^-^/W^;i / t^^ 

(53) ^-y -X«^-C 6 -l 4 Ty — /P-^yUy^^y^ 
3->, (54) -=i^y^/^^^ (55) Ci_ 6 T7U^ 
/K C 6 -i 4 ry— /K Ci- 6 T/W^ryu-^y^2K^yi-, 5 

1 *V*L3fi*LTVvrfc J;^5ft^L7S«&^ 

(56) 5 4^LioMfMiss^ 
(57) *^*a>&»»L5) -efcstuie (2) Etto^ 
K>f&*SL (4) R5 tt (i) **jDR^ (ii) 



70 

Tyu^yK -c 6 - 14 t y — /uxttc 7 - 16 r 7/^iii 

(iii) B&S&1 4^l5fittt^tt) ±v\ ^ 

(i) ^S^l^^LSffl^tt^^TLTV^TtJ:^ 
C 1 . 6 7;i'^;l/, C 2 -6T/W<7-^./K C 2 -6^^^K 
C 3 - 6 V^7/^/K C 6 - 14 7y-/HfiC 7 - 16 77 
10 yV*yK£f* (ii) g^^l^V^U5fi^LTV>-Ct><t 

bStf*L£ 1 U4 fi^^f 1 nUS^Sr^ 5 L 1 
4a«*»S-efe5ffirl5 (3) IB*(O^B6ife«a, 
(5) R 1 #«|ftX*^LT^TfcJU*TSy&-e&* 

ffiflE (2) lE*<D^&f&*ffiU (6) Rl^: -(C = 
0)-R5 % -(C = 0)-OR5, -(C = 0)-NR 
5R<\ -(C = S)-NHR5 Xte -S0 2 -R 7 (it* 

©E»Htfflr8a (3) tmrnrnz^-t) xmztizri/su 
£ ixtt-2fiftt^tfc <fcv^r ^ y*-e&<589iB 
20 (3.) Gtto^KrttHGH. (7) Ri^:-(c = o) . 
-R5 Xtt -(C=0)-Nr5r6 (^<DB^\mm 
(3) ^^S^^r^-f) T^^tt67>';^lX[i2i 

*Lrv>Tt«tv^r^ys-ej>sBWB (3) e*0>w 

f&*»j, (8) x&mnm*x$>z>mm (2) ib«<o^ 

(9) R2tf$B&S£^FLTV^t J:^t e y 
^ST*$>5flulS (2) Kfto^Rf&JSaB, (10) R 
3^g&S£^LTV^t£l^C 6 _ 14 T y-/UST*$>5 
ttlie (2) EttO^Ri&aSBU (11) Rl^it : -(C 
= 0)-R5 xii -(C = 0)-NR5r6 (S;tfjo|B-^tt 
30 mfge (3) irRSfilSr^i-) T*S*ti57^S:ixii 
2ffi#LTWCk J^T 5 /S ; RS^d-eT/U^/K 
t Kp^t v'&tfC i_ 6 T yl^yi- - ^yl^^/U^ h 

yw« ; r3#au y>Jg^ ^n^flsStvcv^Tk «fc 
^ > C i-eTVl^/K ^ » yyft $ tit V ^ t- <fc V \C i- 6 T 

w^-efcsnne (3) E*©^BSj&aas> (12) ri 

(i) /^^^ ^ >J[g^ yNP^Wk^ttTl>Tt>«tV>C 
40 l-6TyU3fyK ^yl-^>v'C2-6^ r ^^ r — ^^ny/>>ft; 
$I^TV^TtJ J:V^Cl- 6 Ty^^^rv' N Ci-QT^^^riy- 

^/ -Xtei?-Ci- 6 T/U*csUT * y x ^yu^^i/, C 
l-6Tyu^v--#yUxK^/K * / -XttS^- C \-§T )V 

$sfrt>mt£tizm&m& 1 ^v^l sm^^^Lx 

v fc J: V > c i-sTyi-^ryuS, c 3 _ 6 is 9 u r^su^X 

^c 6 - 10 Tv-^m, (ii) 5iiiM, (iii) 

(1) Ci- 6 ryU^-yK (2) C 6 - 14 7y-;K (3) C 

so 7-i6T^yu*yK (4) emmmmmRxi (5) 
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6-14T y — 7U-^/U^^/K C7-i 6 7'^^^r^-^^^ 

(6) iz-Ci-eT/^^r^r ^ y-Ci-eT/w^- y^x 
^*LTv^rt<t^r ^ yg> (iv) ci- 6 t^^/v- 

z.;mxte (v) ^^^v-S;r2^ 

^/U^^rv-^ibStfn^g^S^ 1 ^ L3i^ttt 
yl^l/V v\ ^n^>-{b£ftTV^Tt><i:V>Ci-6 

;XVX^«[*JW^-CfcSS&E (2) E«<o^S5. 

[0007] ^wmmtp. rrv-^sj i tt^ mz. 

fcf5t : -(C = 0)-R 5 . -(C = 0)-OR5 s - (C = 
0)-NR5r6 x -(C=S)-NHR 5 X(i-S0 2 -R 

^b***X««*SS:*LTV^ : C 1 bJ:v^*»S, R 6 
ttTkiWS^XttCi-eryp^/K R 7 te§lkS£:*LT^ 

-IBS:*, R 5 T^£ft6 rg^s^^urv>T^ Jzv\K 
<t> rft^b*c**j £ uttt, .«*«r. ««x 

rt, M^iCi-eT^^ (0Jx.fi* y^vK ^^vK 

uv rr/u-{r=/uj t urn. 09;fc«c 2-6^71^- 

yw (09xtf. bf^yK 7!);K /fy^n^;K 1 -:/ 
/K 2-yf-;K 3 -:/-7"n/K 2 -y-^yu— 2 
— ^n-^yK 1 -^^yi— 2 — :/n^=./K 
yw- 1 -/p^^H?) LV\ \T)\'*c~)\'\ 

yl^ /pX;1/^;K 1-^—yK 2-^^yK 3- 

Tyi^yuj ^LTfi, PJilfC 3 - 6 >'^p7/^;i/ (#J 
v'^D/ntVK ^ny^, i/^u^v^ 



(7) 

LTiiv #btr£C 6 _ 14 T y-yu Cffil*-Ht.- 1 

7x^y;K 4-t'7x^y;K 2-T^^y./^)^ 
as#SLV\ TT7/^J £ LTI3:> 0»;UiG7-i67 
77U3ryU (0«Jxtf, -^VvvK 7x^f;K 

y^/K i — j-^^vi^^vk 2-* j-^y^y 5vk 

2, 2-^7x^;i/xf;K 3-7x^;i//n tVK 4 

[0008] R5-c^$ix5 rg^s^^rbrv^Tt) <t 

(«. 17 y*, igfSf, 3>*«) > Ci- 3 T 

j*-*^) , ^hn N >ry, ^ny Wk^^xv^rfc 
<t v ^ c i-qT/u^ju^ /nd^ v>fb $ tit v t> J: v ^ c 2 -6 

;^>yxr^, 2 -^/UjK^tv'- 2 -y ^-y^x^ 

C'6-i4T5— ^ (01 ^ai^yK 1-^-^^yK 2 
2- tf^ai^y /u, 3-t'7x^!J;K 4 
-t'7x^!J;K '2-7V7y;^) , ^vtf>ik£tl 

/K^yl^-Ci-eTy^^^rv' (^lls 3i h^ri^fcyl'/t^ yuy 
^yu^-^riy^) . tKn^*>, C6-14T y — yu^-^rV. 

7x ^y^^r^ l-t7f;^^y, 
^^ttis^f) . C7_i 6 T^y^= a ry^^-^rv' (^Jx.»^ -< 
^v^y^^r^ ^^i^^-yw^-^iy^) , yyw^^h, ' v 
30 ^>> :^ Wt^i^TV^Tt><^:v^Cl-6Ty^^y^'^-^ C6-14 
. ry— yu^^ (W> 7x^ft l-^^^yi-^; 

ti N -O^yw^^ ^^^vi^a-SO , 7^7,^7 
-C H 7/V^7^7 (^9^ ^^^T^y, ^)VT 
^ /m) v ^/-C 6 - 14 7!i-;u7^ y (09, ^^^yw 
r^y> 1 -i~7=?-/ut ^ y , 2 -t7t/u7 ^ y 

. s;-ch7;^7 5 y («k *j**j\'T\' 
j\ ^m^yur^y. hl^/u^^/ut ^ y^) . ^-c 
6-i4r y — yur ^ y (0d. ^7x^7 ^ y^) , >y^ 
40 ^yK ^y^^ri^. Ci-6Ty^^ry^-^y^^^y^ (0U, 

D?vif^)V (0iJ N v-^p^atvw^yu^^yi^, ->^n-S 
V^y^yi^^nyu, n^^f i/y^yW/^^^^) N C 

l-er^^^u-^f^^-^ (M, y h^riy^yi-^^ 

yK 31 h^rv-^yU/K^yK ^n/K^v^^yU-^^-yK tert 
-7Y*i/jj;\'T£-si>m) . C 6 -i 4 T y— yu-*yU2t?=. 
yu ^O-y-fyK 1-^-^h-fyK 2-^h-fy^ 
•) - C7-X6T ^y^^-^y^^—y^ 7x^7 

-fe^vW 3-7x^^0^^;^) x C6-HTy — 
50 jvisr^r y— ^7yu^= yu (0<J. 7x/^^;ufcu 
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/K ^y-=r^y^ /K 37 n>r/K -tyi^y 

y#>^— /K y /^yl^-yl^ fcfX^o^ 

Xli^- 5 Xtt 6 SI*I^//W^>f /i, (#j N 2-b°y 
vvi^yW^^f yu % 3 - t°U v>;^;w^^ yi^ 4 - t - 

6-14Ty-yl^yU*-yl, (#1 7x=^^*^ 1 
^^l-T^y, C i- 6 Tyl^/l— #yi^ y 

^>#yM^yUTSy % a h^>;fryM^yuxsy % ~f 
- Cx-eTyi^i^/i^^ur^ / (01 y^yp;* 

. C6-l4r|i-;I/-^y^-;i / t^v/ (0^ 
^/^^tv-, ^y^yU;fryl^—yl^:^v^) N d_ 6 

^ h^^fcy^—yl^^v^) 
Ci-eT/^/V-^/W^^;^^^ (0^ o^^,^ 

c 6 - 14 ry— /i — #yw^^yi^:^> ^ ^-yi^ 

(flk 2-^oi-/k 3-^-yK 2-b'y^K 3 
-tfy^/K 4-fc°y^K 2-^r/y/K 

4-3ryy/K 5-=*yyyK 8-^/yyK i- 
-fy^-yy/K y;K 4 — fy^y y ;K 
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3-^vKy/K 2— <>y^-ry r yyK 2—0/ 
v [b] ^^-/k [b] y^~yu3o\ * 

.l4^L3fl*LTV*TfcJ:<, f»S»^2ia±o 
[0 0 0 9] mm ^^^//^k$t^TV^Tt>J:V^C 1 - 6 

* x a^Si^) £#LTV^<>J:^Ci- 6 Tyu*yi' 
/K ^fV^/K sec-r/^vK tart-:/*vK 

h!)7;utpyf;K 2-^n^eai^ 
/K 2, 2, 2-h!J7;UtDx^ ^7;utn 
^^■/K >^ntVK 3, 3, 3 - b ]) V fr*uzfu\? 
/K -fy^utVK 4, 4, 4-bV7fr*u 

20 :/^vk -Tyy^K sec-^^-/K tert-^^yp, ^ 
-ry^V-^K 5, 5; 5-bV 

^yu^n-O^/K ^^v^/K 6, 6, 6 - b V 7 sU* 

5fl, L< 1 ^V^L3fi<7)/^^<> ^ VJ[g^ (0^ ^ 

itt*, 3*3fct» ^^*LTV^Tt J:V>C 

2-6TyU>Jr^/U (0fj, b^yK ^n^^y^ >fy^pX 
2 — y*fy- 1 — f yu, 

^d^VJS^F (0ij % 7y», fi^ 3 ?r 
^^LTV^Tt>«J:V^C2-6^> r ^ : ^— ^ (^!l> 2-7 f ^>- 
1 — fVK 4— <>^^V-l-^yK 5 

<tv^c 3 _ 6 v'^ nry^yu (0IJ, ^p/otVK is* 
40 t3^^ylx N v-^n-<^^yu % ->^n-^^r^y^) 

{ffcix^o AWJ^ttlj:, y^PT'ntVK y^ D y 
5VK i^^u^v^/K i/^D^^v'/K 4, 4 -is? 
nn^PA^ /K 2 , 2, 3, Z b J y 

^L3iOAny>^ (^ ^ 3 

^*^) ^r^T Lt^T t J: v^c i_8 Tyi^ n (0ij % y 

so ^y^h^y, 5ec-y>^^ ^ > ^^^.^ 
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h^rv\ :n )>3rv\ 2, 2, 2 - h y^/l^nai 

ynTK^ri/, -Yy^nxK^r^, ^h^r^ 4, 4, 
4- h !J yfrXu-fV*^, ^fV^h^^ sec-^h^r 

mm n y ^it £ ttr t >t h X v * c i- 6 r a-^/i^ 

i3i^pyy^ Mm, 3^ 

^/l^^ JLf-Astts ^BXAof-Tt* ^y^D^f 

mmvfhfrz* A#«tLm y^^r, y 

4, 4, 4 - h !l 

[0 0 10] iufS rajftSSr^TLTV^fc J:v^5*v^L, 
J*, t°u y C/y- l -^f/K b°^<y i?/ „ ^7^- 

-cv^rt>J:v^5*v^L7Sffi*p8lttT^yj <e> re& 

Sj i Ittt, «*.l*Ci-6T/^*^ (01k *9vK ^ 

sec-y^/K tert-y^/K <<>"?VK ^3rvvl4?) „ 
C 6 -i 4 Ty— /V (0ik y^^/K 2 ~y 

7f;K*2-^7^P/K 3-tf^.oi^yyK 4 -If 
7xny;K 2-7^y/v§) , Ci- 6 7/U^;I/-^ 

(0!k Tir^vK ypt°t^§) , 5&V^L 
1 0A3?#&«XatS (0*k 2-^^/K 3-^~ 

/k 2 - tr y vvk 3 - e° y vvy 4 - 1° y vvk 2 - 

/k 8-^yy/y i-^^aryy^K 3->fy^7y 
/K 4->f y^y D/K 5—fy^y !i/K 1 — T^K 
y^K 2 — r^Ky^K 3-^yK!J;K'2-^/f 

ryy/w, 2-- <yy [b] ^n-yi^ 3 _^v^ 

[b] 2— <>-y [b] 77^/K 3-^V 
/ [b] 77^?) , ^y«E*Sl*V>L3fi*ff 6 

[0011] R^-c^tts rg&g^bx^Tk J; 
vMtfffSKj © ra^asj turn «^tf.-«*iw- 

(i) 5^^U14M (ff^L<|j:5^V^L10l) 3F 
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(ii) 5*v^li o*#ar#«a**xra 

(iii) -7.4^11 0*«*»*»^&ffi«(&"-l.fl©* 
r.'5ftV>L'14fi (»* L< 1154^11 01) 

mmmm} t ltii 7*7 => % -^-y 
[b] ^y^y, -<yy [b] y^y. ^>x^^ 
y— /k ^yxt^rty-;K ^>yfry-/K 

X^.yfT/-/K ^ h [2, 3-b] ^->>y, 

10 tf7^y fy^^y t e yy^y >fyK-/K . 
-fy-fyK— /k iH-^fy^/-/K /yy 4H- 
*yy^y, ^y^yyy, ^r/yy y9^ 9 J>-.^ 
7f y^y ^y^tyy ^rt/yy v^yyyy 
^7/p/^y— £-;*7/i^yy, 7xtyhy^y r 
^y^y 7xtv?y fr/-/K -fyf7^;w 
^.ny^r^y, ^yt^ti/-;K ^yify. y^y 

li^S) . asifcv^US«fl (9SL<liUli2i) 

*w-(«i^y*yi« t«^Lt»*sjxfc»*f 

tttd 0yx.fi. t°P y ^y ^^/yy t°^y 
yyy t 4 7/yy t°^yyy t o -<7^y ^-/^^ 
!/y f^MDy >?^-^r-y-y— W^r/ 
yy .^^yyy fy7yyy fr^7/- 
/K ^7/-/i/§^^if e>ttSo ±15 ^7/ t ^v^tl o 
mmm$&mm tim 0iix.tf. ^^^y^>, 7- 

Tlftv-^n [2. 2. 1] ^9is*$#&tf bflZo 

[001 2] be r^iggtsj iLtff*L<«4, mmm 

^tf5*V>Ll 41 (^L<tt5^V>Ll 01) <D 
^2-^31-^ 3-fx^;K.2-7!J;K 3-7!) 

/u, 2 - e y vvk 3 - tr y v^k 4 - 1° y 2 - 
^yy^K 3-^yy;K 4-^yy/K 5-^y.y 
/K 8-^yy/K l-^fy^yy/K 3-^y^yy 
yK 4--< y^yy/y 5-^y^y y/k tr9.^= 
y^, 2 — t°y 4-t p y^v ? ^K 3 — 1° u y 

2 — r^yyy/K 3-fy^/K 3->ry^ 
40 ryy/K 3-^y.t*t/9^' l-^yKy/y 2 
--fyKy/K 3->fyKy;y.2-^y/f7/y 
/K 2-^yy [b] ^-j:-^, 3— <yy [b] 

2--<yy. [b] 7 7^;k 3— <yy [b] ^ 

1 -tro y 

2 -b°a y v^/K 3-t°ny^7K 2-^^^yy 
4-^^/y-/K 2-f7/yi/-;K 3 - 

t'yyy^y 4-f7/y^;y txyvv. 2 

- b°^< y -y)V^ 3 - y >vK 4 - t 0 -< y vvK 1 - 

so ;^yy^^fiiiSMt*fe^ 0 « 
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/K 4- 

t°y-^/K 2-7^K 3 _ 7 y /K 2- 

f y s 3-t-DD/K 3 - tr y 3 - 

I'yfT/D/K 3 -^ry yy, K i-fnyv? 

/k 3-if?yy s*=/i,, 4-t7/y^/K tv«y 
2 — f-i y 5?^, 3 — t>tys?/K 

A\ 2-f-t7v>=/K */>*y 

rv^Tfc«tv^a*»*j © rg& Sj tLTtt, 
mmmmi 0jxn4±f5g&g^ s&*rsg&&g 

[0 0 13] R6-C^$ttS r Cl _ 6 T/^H £ LT 
14, 0>J;t»4\ *5vK scfvK 7°n tVK ^fy^nt" 
>»K :/*7K ^y^f/K sec-:/5vK tert-^^/K 

*#LTvvct>J:v*»wiHtj turn <*JxI4bui5r 

^(fbix-5o ±15^#/ (i) t*j»ts Uftjmsft: 
*mvm&£iifzi, z-tv— /Hb-g-fej © fi, 3 
;k 1, 3-^-y-;/-/K 1. 3^4 ^yy—sum* 

L T V vc *> «fc V > f y ^Sffi $ tifc 1 ] 3 
5 r «***#LTV*TfcJ:v%JSWfc**a;j © rg& 

t o o i 4 ] he rtr y ^ «*.tf±EMiat 4, 
B»^*ffigjci *v%b5fi, #£L<tti;fc^ 

Tt>iv\ ±ie r4fi:xi45feo^/<e< th— g 
»S**Lrvrt>«tv^y ^ug-eg^^^fc 1 ( 3 

»il*V^U3fi©g^S^UTV>TfcJ:V> 0 g^Sifc 

■fcv\ a^s rg&gj iuJwtil g&3££#L so 



[0 0 1 5] m m&mz&Lx^xh x^mt*% 

14, mflSR5r'*$tL5 rg***;jrL-ovtt J:V\g 
as-ttt-en^tffeixs. m rg^ssrWLTv^rtiv^ 

T^ygj iLTI4, (l) 1XIJ2 ittt 

'o ^TtiV^S/SXtf (2) gftS^UTV^rbJ: 
^S«TS/S^(ff>tL5„ ±15 (1) 0? rg&g£ 

LT(4, 0Ux.«, «ft*Sr*LTV^tJ:V^fl:** 
S, «^*Sr#UTV^TtJ;v^3tfgS, T->/i^ g 
SiitLtv^Ttj;^/^ y r>i?#|tft)ti 
5. r*te> rg^s^^ur^Ttiv^-fbTk^j s. 

Ier5t^^^5 rg^s**LTV^ta:v^k^ 
t. Ai^T/u^y y>-gj © rrywdr-y^vSj t lt 

14. WitfCi-gT^y^v (09*. tf, ^!)r>, 
^^•y^>, /cfDfVf) ^^WfeJlS. 0[ rg 
MtfUt^Tt ivr^y^vsj (73 rg&^j 
turi4, M!SR5r-^^ix5 rg^s?r*Lrv^t 
«tv^k**»j © rg&gj iisi^©t>«5^i JivNL 
5fi, #*L<«:iftv%L3«ait«'e,n«. ±15 rg& 
S«rlXI42ffl#LTV>-Cfc J;V%T?ySj © rgj^ 

iv\ ±15 (2) © rg&gs^L-o^-ck iv^gttr 
© rs«7 5yij tuft, ltfottftJK? 

?>Sl4tv5 lXtt2i> 1 *V>L4fi©^7 1 nIi^S r ^- 

y^A 1 -^yu, w*!);, 

*y/> 7 1 h7t Kn7f f>-i — |VK -f^y-yy 
^^-l-'f/K 2, 3 -i/t h'n- 1 H-^ §yy— 
th7t Kd-1 (2H) - fc° y 5; 
3, Kd-i (2H) -fy^v'^K 

3, 4-^tKn-i (2H) -fy$^=/^^ff 
e>n5„ >"gtftS^LTV^<)«fcV^^T? ysj © 

rg&Sj i u'rwt, WI5r5-c^$^5 rg 

Sfiawr^yio^fliuu. 2-**y^s 

^yy-^V-l — f;K 2-^-dE-y-2, 3-i?fcKn 

-1H f S /U- 1 -^yU, 2 _^-^y^ f , 9t . 
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Kp-1 (2H) -t°!) v^;K 2-^y-3, 6 

-v?fcKn-l (2H) -t'!) v^;K 

3, (2H) -try * '*J~A4Hfimif- 

[0016] {k&M ( I ) <Dft% LWpJi it, {fc<g>«g 

da) *s*tf da) fcijitsi, 3-r 

tt, JbfS<b^4feF (I) ^g&S£ LT^LTl^Tt <fc1^ 

#LTv>TfcJ:^«ffiStgj XV rB&S£*-LT^T 

•Cfe^o 3EK:#*L<I±, 5t : -(c = o)-r5. -(C 
= 0)-OR5 s -(C = 0)-NR5r6 % _( C = S)-N 
HR5 xft -S0 2 -R 7 *1B#ttW1S4:raSc- 

tiv^y"*-e«>5 0 Wc:»*u<W:, 5£ : -(c = 

0)-R5 Xft »(C = 0)-NR5r6 

ftLx^xhx^T $ ;mxhz> 0 

[0 0 17] R 2 XteR 3 T^£tL5 rg&g^LT^ 
■Ct>J:v\tr9 vvwgj <t fCli v ±Rfk&«j (I) a*g 

m&&*&isX^xh£\<^mMmk*mm} <o 

1 4«©*««xwB^liia; (2X(i3SS) 3r§K 
7xn;K i-t7f;K 2-^7^-yK 2 — fcf :7a— 

^I5i, #*b<W:l*V^L3«#rf?>ixS 0 g&g 
©fc*j&S2«£JUttf>ifrg\ #l»SttW-X[4J»4ot 
V^t±V> 0 B»i-5 2flOfiifc£KU*V^7 

[0 0 1 8] R2XVR3<D— *3&S, Bt&S£*LTWr 

a-e«>5»^s»*Lv\ R2ri»*b<n, e&s* 

# ltv^t t> J; tf y V/vmxtb&o R 3 tt£?£ b < ii 
em^^LTv^^J^ce-HTy-^ (»*U<tt 
7x^oc 6 -io7J-;v#) "CfcSo x-e^£ix£ 
r^b^ttrv^rt>J:v>«5Mii^j turn s, s 
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[0 0 19] flS-frHr(I) R^gm&^LT^T 

;RtfR3<7>— ltv^ t>-j: v > tr y v^S~ 

^@^S^^LTV>T^iV^t: o y ; X^St*fc5 

»^as#*UV\, H^#*L<*±, Rl^S;: -(C = 
0)-R5 Xli -CC=0)-NR5r6 &15^te 

^LTV^Tfc £i^T * /S ; R2^Ci-6^^^K t K 

C i-6T n yyft £ tlT V ^ t> <fc V ^ C 1-6^^ 

ffl^* L"CV>"C t> <t^ N Ce-i4T y — /i^S ; MX^Stfe 
Sft^»*-efc5 0 RljftS (i) ^nyvflHP, ^ 

^r^>. t Fo^X T^v\ / -Xfl C 1-6T/1" 
^6-14^ y — A*T ^ / d^atftt^BljlX 

[0 0 2 0] (ii) 5MilS> (iii) (1) C^e 
T^^r/K (2) C 6 - 14 ry-/K (3) C H6 77/^ 

(4) emmmmm&Tf (5) ^py>i^ c!_ 6 

^fL^fh^^X^Xh^^Ci-^T^^^-^^^^ 
Cz-SrSt o7^^-*^<i^ C6-l4Ty — 

*^2Kny^bafitt-5HlfeSSriX«2fiXtt (6) 
v 5 - C ^T/^^r/UT ^ / -C i- 6 T/^^ y ^ >^r^ L"C 
^Tt) < ^;V^7^/S, (iv) 

^XW:^ yt?filfeS ixr v>r t> <t v^ 5 Xfi 6 

S»«7 57SXtt (v) ; R2^Ci- 6 T 

^^feStfixSfilftSS: 1 ftv^L 3<BSrWUTV^TW 
h J:v^t: 0 y ; R 3 ^pyyif, ci- 3 r/^^ri/ 
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tKn^ C 7 _ 16 T^ 
6-lory-/P£ (Wfca6i:LTW*-J-6 2«(OTyu*^ 

s^jg^ us ltv ^ t ; ± 

[0 0 2 1 J ffc^ft (I) LvvRfltfJi LTtt, 

N ~ [4- (4 h^^7i-;l/) -5- (3-b°y 
^) -1, 3-^ry-/U-2— f/i/| rthT^K 

<##«1 0)_ % N— [4- (4-^ h^^^-/W) 

-5- -i, 3-^ry-/p-2-^ 

^3 7th7>; K (#%«2 3-6 4) , N— [4- 
(4-^ h^rv/7x^) -5- (4-fc°y>Vu) - 
1, 3-f7^;u-2-^/I,] /at^T^ K (# 
#092 3- 3 7) % N- [4- (4-* = 
/W) -5- -i, 3-^T>/-^-2 

^-^/^d^T^ K (##0ij2 3- 
1 0 5) . N- [4- (4-y h^>y^/lO - 5 - 

K.-N- [4- (4-^ h*->:7^/U) - 5 

- U-tfyvvi,) - 1 , 3-fr^-2 — r/u] 

-<VXT^ K (##0«j2 3-3 8) , N- [4- (4- 
^h^7x'^) -5- (4-t°y^/U) -1, 3 _ 
^ry-/U-2-^/^ =.^^ T ^ K (##0ij2 3- 
10 1),N- [4-(4-> h*>>y^,u) - 5 - 

<4-fcry -i, 3-fT/^-2-^/i,] - 

N' (##0ij2 3- 1 5 6) , N- [4 

- (4-* h^v^^/P) -5- (4-t°y v^/U) - 
1, 3~f7^-2-^/l.] - N » -yptV^u 
T (##0ij2 3-1 0 8) , 4- (4-y h*^7^- 
fr) -2- (2-^y-T ^^>/y ^^-i-^^) _ 
5- (4-t°y^U) -i, 3 ^^ r y^ /U (##0ij2 
3-2 2 2) % 4- (4-^h^>7x^) - 2 - 
(2-^V-2, 

-5- (4-fc e y^/U) -i, 3_^ T ^/ 
4- (4-y h^rv^rc-yu) - 2 - [2 
yrh7tKD-l (2H) -fc 0 y^~/t/) - 5 _ . 

(4-fy^/i.) 3 -^ Ti/ _ /K 4 _ (4 _^ 

^^^/u) -2- (2-t^yt°ny^-i- 4 

-5- (4-fy^/U) -1, 3-^y^-^ 
(##0ll2 3-115), N- [4- (4-^;U7* 
- 5 - (4-ey^/u) - if 3-^T^-/U- 
2— T/l/) 7t h7> K (##0(|2 3-1 1 0) , N- 
[4- (4-zc^/u^^-^) - 5 _ (4-fy^/U) 
- 1 , 3 -^T /V- 2 — f/U} \?7fZ/T % h\ 
N- [4- [4- (l, 1 -^fvioi^vi,) ^7^- 
/t-] -5- (3-b'y^) -1, 3-f7^-2 
->f/i/| Ti? h7^; K (#%«23-l 7 2) , N- 
[4- [4- (1, 1-^^^/Uai^/U) ;7^/U] - 50 



5- (4-t°y^/u) -i, 3-^r^-/u-2 — r 

/- /U] Jt F7> K (##0ij2 3-1 3 7-K N- [4- 
[4- (1, \-*J*3-n>3L<?A,) -5- 
(4-fc"y"v?/U).-i, 3-^Ty-/l— 2-^/l/| y 
Dt °^7^ K (##M2 3- 1 6 3) , N- f4- 
[4- (1, 1-^^^/Urc^/u) ^^-/U] - 5 - 
(4-ey^P) -i, 3-^Ty-/U-2-^/U] - 
2-^Wpfty7; K (##«2 3-l 3 8) , 
N- [4- [4- (1, l-^y^/l^^/p) - 
,0 )V\ -5- (4-ey^/U) -1, 3-^T^-7U-2 
-4*1 7<f-*T% h\ N- [4- [4- (l, 1-^ 
^/toc^/P) 7i-;|,] -5- ( 4 -fc: 0 y^) - 
1, 3-^7y-/l— 2-^f/l/| ^a^^y^ 

K (##0112 3 - 1 68) N N— [4 — [4- 
(1, 1 - i;^f;Hf;p) ^ai— /l/| -5- (4-t 0 
y^/P) -l, 3-^7^-2-^/1,] K>X7^ 
K (##0(|2 3- 1 6 4) , N— [4- [4~ (1,1 
- ^vl^^/U) 7 ^ - _5_ (4-tr o y^) 
-1, 3-^T^-/U-2 — f/P] ^nfy 7 > K (# 
20 #«2 3-1 6 5),N- [4-[4-(l, 1 -v^ 
^/W^^r/i.) 7^-/U] - 5 _ -1, 
3-f7/-/l/-2-^;l/] — N ' (# 
#0112 3-1 6 9) , N- [4- [4- (1, 1-v?^ 
^SU^jU) -5- (4-t'y^/W) -.1, 

z-^tv—a — 2 — r/u] -n' -yptvu^i/7 

(##0ij2 3-1 7 0) , 4- [4- (1, 

ju^ju) 7x^;u] -2- (2-^-^y>f ^^yy *? 

(SU) -5- (4-t°y^) -1, 3-^T 
y_ /K 4 _ [4 _ (lj i-^^-t^j 

0 /u] - 2 - (2-^y- 2 , 3-^bKP-lH-^ 

^^y— /u-i — f/u) -5- (4-t°y^/u) -1, 

3 -f7 x /-;K 

[0 0 2 2] 4- [4- (1, 1-^^^/l.^^u) ^ 
- 2-[2-t^yrF7tKD-i (2H) 

-t°y - 5 _ (4-t-y^/u) -1, 3-^ 

ry— /k 4- [4- (1, i-^^ji^) 
-zu] -2- (2-t^veny^-i — r^) - 5 

- (4-t°y^/U) - 1 , 3_^ r: /^ K N _ [4 _ 
(3, 5-^f;U7x-;U) -5- ( 3 - b° y >?/U) 

-1, 3-f7^-2-^/P] 7th7^ K 
0S23-2O5) , N— [4- (3, 5-^y^/U7^ 
-5- (4-t°y ^/U) -i, 3-fr/-;^ 
2-></l.] T-fer h7> K (##0»J2 3 - 1 2 8) N N — 
[4- (3, 5 -v^5vl^:7a— /P) -5- (4- t °y 
^) -1, 3-f7^-2 — f/U] /Dt't^ 

- K (##0ij 23-194) N N- [4 - (3, 5-^ 
yf/U7x^/U) -5- (4-fc-y^/U) ~ i, 
T ^^-2-^/U] -2-^f/U7 p Dt s ty7; K 

(##0ij2 3- 1 9 5) , N— [4- (3, 5-^^ 
^ u:7 ^-^) -5- (4-t°y^) -i, 3_^ T >/ 
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— /U-2 — f/U] /f;V7^ K> N- [4- (3, 5- 
^^^7x^1 -5- -1, 3- 

(##M2 3~19 8) N N- [4- (3, 8-i?*<? 
;V7x=;V) - 5 - (4-t°y W -1, 
-/U-2 — f/U] -<yX7 S K (###J2 3 -19 
7) , N- [4- (3, 5-r-i??5-A> m 7x.~/l') -5- 

(4-b°y^) -1, 3-f7^-2-^^] = 

^fyr^; k (###12 3-199) „ n- [4 - 

(3, 5-^f;P7x^) -5- (4-t°y : ^/U) 
-1, 3-^T^— y^-2-^/U] -N' -J^vl"?U 
T (##W2 3-2 0 1) . N- [4- (3, 
f-fr? - 5 - (4-tf5^)--l, 3-^T 

f/U] -N* -/nrtf;V!)^7 (###J 2 
3-202) % 4- (3, 5-^f/V7x^l/) -2 

- (2-^-^-y^^^^y^^- 1-^/^ -5- (4 

-tfy^/W) -1, 3-^T^-vK 4- (3, 
^/l/7x^;U) -2- (2-^V-2, 3-v^fcK 
cr- 1H — f )\>- 1 — -5- (4-fcTP 

SVU) -1, 3-f-T:/r-/K 4- (3, 
^^^/V) -2- [2-^yfh7t Kd-1 (2 

h) -e°y ^ 5^=71/1 - 5 - ( 4 - 1° y ^/U) - 1 , 3 

-f7/-;K 4- (3, 5—i/ff-/l'7^~;V) -2 

- (2-^-^yif n ]} i^V- 1 — f AO -5- (4-b° 
U^/U) -1, 3-f7^/K N- [5- (4-t°y 
vvu) -4- (4- h y 7/Vtn^f/^7x^ )V) — 
1, 3-f7y-/V-2 — fVK! 7thT> K (###J 
2 3-1 8 4) „ N— [5 - (4-t o yi/^) -4- 
(4-MJ7;^n^/l/7x^) -1, 3-^-T^ 

—A— 2 --f A-] Zfv bf^VT ^ K (###J 2 3-18 

5) % N— [5- ( 4 - fc° y vvl-) -4- (4~M)7 
/U^-n^^-/W^ai^yU) -1, 3-f7^-2 — ( 
)V\ - 2 - / f n t°^y 7 K 2 3-18 

6) , N— [5- (4-b°y^) -4- (4-hy^ 

/V) -l,'3-f7^-2--f 
)V\ -<yX7 ^ K (#%#J2 3- 1 8 8) . N— [5- 
(4-t'y^) -4- (4-h!)7;^D^^;V7x 
-AO -1, 3-f7V^-2-^/V] ^^fy/ ^ 
K (#%#J2 3-190) N N- [5- (4-t:°y 
;U) -4- (4-M)7;utn^f/i/7x^) -1, 
3-f7^-2-^f;U] — N ' -^^vi^VT (# 
23-1 92) N N- [5- (4-e°y - 4 

- (4- h y 7;\sjru f3-;v~7 ;V) - l, 3 -^7 
V— /P-2 — f/W] — N ' -^nfcVl^^UT (#%M2 
3- 1 9 3) Xtt^^L^O^^^tf ^tl5o tVt> 
tt\ N- [4- [4- (1, l-istJ-fr^M 

-5- (4-e°yvvU) -1, 3-^7/^- 
2-^yW] ^X7;K (###J2 3-1 6 4) . N- 
[4- [4- (1, l-^^f;l/xf;P) :7i~/W] - 
5- (4-t°y^/U) - I, 3-f7^-2-^ 
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/U] ^3fy7^ K (##0i]2 3- 1 6 5) , N— [4 

- [ 4 — . ( l , 1 - v'y ^vUzc^vV) 7 ^>i>3 7- 5 - 
( 4 - b° y vVW) - 1 , 3 -r?-T -S—)V- 2 W v- 

^ n-<V^VX;^^^rif5: K (M«2 3-1 6 8) . 
N — [4 - [4- (1, . 1 -i^^^^/U) 37 

/i/) - 5 - (4 - 1° y *>>u) -i f 3 -^r /v- 2 

— f/l0 i/fu^Zcy-yX/l-tf^y-* h\ N— [4- 
(3, S-v^^t^^/l') - 5- (4-fc*y v7^) 
-1, 3-^T^-/U-2-^/v] 7i?h7^K(## 
io #J2 3- 1 2 8) , N- [4- (3, 5 -S? *^)V7 
^/U) -5- (4-fyv^) -1, A*- 
2-^;^] Xnt^yr^K (f%{SJ2 3-1 9 4) , 
2-^^^-N- [4- (3, 5 -v^^^/U^^^W 
-5- (4-t°yv?/lx) -1, 3-f7^/U-2 — T 
,V\ Xot^^K (#t«2 3-1 9 5) > N- 

[4- (3, 5-i>^^/^y^^/^) -5- (4-t: o y 
v^/u) -l, 3-^r>^— yu-2-^/u] -?*$->vt% 

K> N- [4- (3, 5-i^^^^^oi^W) -5- 
(4-t°y^) -1, 3-f7^-2->f;u]^ 
20 y^V7; h\ N- [4- (3, 

M -5- (4-t°yi/7l^) -1, 3-f7/^-2 

T/W] — ^rif^T ^ h\ N— [4- (3, 5-^^^ 

/U^^zi^). -5- (4-fc o yvvU) -1, Z-^TV 
— /W-2-^/U] ^<yX7 5 K (##^(12 3-1 9 

7) . N- [4- (3, 5-^^^^^^^/^) -5- 

(4-tfyv^/u) -l, 3-f7/-yv-2->T;u] ^ 

^f>7^ K (#%#II2 3- 1 9 9) , N- [4- 

(3, 5-v^^^/^^^^l-) -5- (4-fc°y V7U-) 
-1, 3 -fT/-^- 2 — f/l/] ^y^nfyr^ K 
30 (#%«2 3-2O0) . N— [4- (3, 5 - ^ 
/U^ai^yP) -5— (4-t°.^^) -1, 
— /U— 2— f/P] i/ V^/V^^f^^ K (##^d2 3 
-2 4 6) . N— [4- (3, 5 -v 5 ^^^^^— ^) 
-5- -1, 3-f7X-;V-2-^ 

/U] v/^ u-O^iyjfj/U^^-^ K (##0112 3-19 

8) , N- [4- (3, 5-^*^/1-7 M -5- 
(4-b'y^) -1, 3-^X^—^-2-^^] > 

>7 n^^^/U/tf^-y-^ Kx 2 -7x^-N- [4 

- (3, 5 -isfTsloy^-M -5- ( 4 - t° y 

40 ;v) -1, 3-^T^— /V-— .2 — f^] 7t h7^ K 
(#^12 3-1 9 6) , N- [4- (3 f 
/U^^^i^) - 5 - (4-fc°y> ? /U) -1, 3-^7/ 
— A — 2— (A*! — -xf;l/^7 (###12 3- 
2 0 1). N-. [4- (3, 5 -v^^vI^cn^U) - 
5- (4-b°y> ? /P) -1, 3 - f7/-/V- 2 — >f 
/U ] _ N > tVU^ 1/7 (##«2 3-2 0 2) X 

[0 0 2 3] ( I ) RTfi (la) O^^: UXfi:, 0y 
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(oftrntzmt LTfi. h y *^)vt% hy^ 

f"^7^>, fc°y^V, 2, 6 -A-^v?>\ 

N, N y -i/^>i/sls^u>>i/T^>'mt<Di& 

&ym. mm. mm. v>m^t<om^m 

m. mm, hvy/^umm, yz^m, y^^m, v- 
~*?m, m^m. ^^>m. =*^?m, y 

* ?i/*/U7fr>-m. ^o-if>-^^^v® N P - 

smt<Dm.<D&mtemt ttii, m^r^^^^ y 

^b#5^»^tv\ mi*, it^\H\cm^mm 
*m-tz>M&{a*Tsujj v (#i, i- v y *A4iu 

m, ^vv^mm) m<Dmmm, r> 



xnmm, y^^m.y^^m: 
m, m^m, ^is-o-m, ?.^>m, ^A^fe 

[00 2 4] It&m ( I ) Ut&m (la) t^tf) (DM 

\^£V)ftbtiz>\$i)\ m7tmt^%o (i) i, 3- 

WO 9 5/1 3 0 6 7^|C|S 

«o*feXf«tt^C^^^J: i, 3-> 

^ ;A- /MH<E>4§^fi USP 3,940,486, WO 
8 8/0 1 1 6 9, WO 93/14081, WO 9 5 
/0 2 5 9 1, WO 9 7/1 2 8 7 6 ^KlE^W^fe 
X^ti^mCfc^T&^^J: 9, l, 3 ^^ Ty r^ ;um 
<Dm&te&mVB6 0-5 8 9 8 1 #§?§Bg6 1- 

1 0 5 8 0^-^, 4#^ip7-5 0 3 0 2 3 W 
O 93/15071, DE-A-3 6 0 1 4 1 1, 1$ 

w^F5-7 04 4 6^mm\zmm<D%mx\±^H\cm 
ztzxmmz£V)mt>tiz> 0 J«T^s/e^;l^v^u3 4' 

^^m^mux^^m^h^, mmtvx\^ 
mz.m\^m o) o^^^cot^^^f ^tt5 0 

[00 2 5] 
Ut9] 



R 2 CH 2 CN 
(») 

R 2 -CH3 
(V) 



R^OR 8 

R 2 CH-COR 3 



T 

CN 



(IV) 



©0 



R<CH 2 M 
(VI) 



R 3 COR 9 
(VII) 



R 2 -CH 2 COR 3 
(VIII) 



H 

R 2 — C — COR 3 
Ha! 



(IX) 



S 

R 1 — C-NH 2 
(X) 



(la) 



[0 0 2 6] it<£® (II) , (Hi) , 

i) > (xi) , (xiii) st; (xiv) 



(V) , (VI 



T*#3 0 ft^fe (IV) (II) (III) 
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m (III) 4\ R 8 te. <Dm^-ff£Ci-QT/U=2^-iy 

(«, s^fvurs/, ^^vurs/tp) , ®n-g 

6-10T y — /V-N - C i-gT/^J^T ^ J (WL N-y 

^^u-n-^^vuts ;m) . ®c 6 -i 0 ry— ./i^xr5 

(X «) C l- 6 T Jl^/VCH* $ Jit V vC t> <fc V ^ 3 ft I ^ 
L7M»3RT-^/ («, fn^^A y>\ ^ 

/WT^y^^-l— f/HR *«r*-r. ft-W* (HI) 
coffiffl*ti x ffr^ft (II) i^e^KS*U #)0. 5ft^ 
U^3. O.^e/K »*L<tt*?)0. 8*v^b*5i2. O^e 

/^-cfeSo mm<D®tmm±, an i^mc**- 

U ttl.-0&l^Lftj3 O^e/K -»*b< ttJBl. Oftv^ 
U»l O^/l/TfoSo BE T^Sj tt&tftftS 
^hy^A, jRM#9!>^ ^g^v^A. ^OifiStt 

mm, y^m<t^ hy^^, '*»<b#.y 

m, tr.y$?>\ ;ufe;y^fg7^ys> hy^ 

N, N-S^^T^y >\ N-^f/Ut^Pv 5 
3S3«TS>1g, **fttb5?A, 

^T/u*y^jR**ft«js. tui^ru; y^^ 

R^l^^tt*^#ffiT^Tfir5<0^*fiJ-efc^ 0 BE 
ffc**S. ; tvHS, T ^ /Hfi. *X 

2R*Btk ff*L< ttjRO. 5&l^U$3 0B#F«lT*&S o 

^•wtRrt;*©**, *av^»3iafMfc2:CT*©Rjss 
k: flj 5 r k t> -c # s a* . o TRjcE»fr.*to> <b 

*-*:t>"e#. IMS*, fu-rhjr^yj 

[0 0 2 7] it&m (viii) \t%m (iv) 

V) 1*/WC#U «H.O?SV^L»10 0^K $f*L 

<tt»i. o*v^l*?j3 o^eyw-efeSo Be r^j ^it 

-x.fi*, *^7; 2ki7;U3-;HBi 
^S^^fflv^ftSo SJSiafttt. ii«2 0?iv>L 

»2 0 01C, ff*L<tti»6 Oftl^Lifil 5 0°CT^ 
S c KJtSttBBtt, a«»3 0#fc^L5»7 2WMB-. »* 



[0 0 2 8] (VIII) wt. {fc^fe (V) 

ffl-aUTftbixS^ib" (VI) hWL^m (VII) <b£Si 

^ta-tfctottftbixa, (vi) m 
tt, F"ix«iy^^A. thy^A, ^ y ^^^07;^ ■ 

y^SS^-To (VII) R 9 i: LTIi. -gRlx.fi 

Ak&m (V) l^/W£*tU 0 4v^b*5 3 

■ jeF*.'b<tt»i. ;pftv^'Lfti o^7VT**>5o K 

(D&mr^ Kg^fflv^n^ *RfS^, ^sat^-xii 

^t»2 0'C-efc5p Rj£«p|Rlti, ai**?i55>ftv^u 
^J2 4NPF^ X £?£L<te&j0. 5*vvb*&3«FBB"C*>. 
So ^tett-RlSJKo**. foSV>tf3|aM^i^ LT&<£> 

So 

[0029] (ix) (viii) fr^uy 

fflSft. >ft:^ (VIII) ■ i*/H^»U Oftv'^t" 
»5. o^e/K »^u< o/ e ev^b^2. o^w-e 
fcSo BE ryNnyv^gj kb-ctt. tfftt. 

■ «35S*rfb*t*. ^SoffifflS^, fb^% (VIII) l^e 
/Hc#u 0^v^b^Jl o. o^e/K 0*L<-ttJSj 
i. o*v^bjK)3. o^/i^-cfcSo Be rig^j ttm 

^xifit: o y ;i/f^y^^fi7^S, hy^ 

^/ur ^ hyyp fcvwT^ > y y^^r ^ 

iX^ a^^;l/^f;l/7^y, 4-^f/U7^ / t° 

y^v. N,.N-^^f;v7^!)y, N-^^u^y 
N-^fA'ifoy^ N-y ^■/u^/U'* y 

■ ojK3ftr.^>iR*3P*tf ^^ttSo ^Stt^o^a 

li. (VIII) l^t/VfC^tU ^1.0>feV^L^Jl 

0.0^-7K ff*b<tt*?)l. 0^V>L*>J3. o^e/^fe 

So BE r&Sffi&j kbTii, «xtfK8thy»>A> 
^K^y^A, RSt^A, s^thy?^ ft 

snftv^. win, ^#^^^**a. 
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8-20^^lgjl50t:, #*L<tt»0ft^ 
USl QOtt'fo^ S^BItt, a»5»*V^L»2 

[0 0 3 0] fl^fe (la) te, (IX) h\\&m 

(X) tSr«^i-*ri^J:5»bix5o *K«tt. Br 
SfcJ;&jfiS(D#ftTfc-rfT5o ffc^fe (IX) Hal 
I*, />oyy«S:/Tt e (X) TfiflRSftTV^ 

*2-C*SixSJ6rife«ic:J:!9#'&ft5 0 ffc^fe (X) <D 
fcmmt, (ix) l^e/K^u jeo. ' 5ftv^b 

&J3. o^e/K »*L<li#5 0., 8/j^US2. o^e/u 
-C*>5 0 M^fflitt, (ix) i*yuKi#U 

Etfot2 



10 



30 

* y * a. ABt^ y mat* *s v a, mm*mi- b y 
5- v«x h y ^>\st ^. hii/D tvur * ->\ h y 
y f;i/7 ^ y try v^.n, N-^y ^vi'T-y^v n 

&mm&m^bthz> 0 Kfcum*. »-5*i>l»2 o 

5ftv^LjB3'0«PW-cj>S o *fiR«W:S«aK«>**, fc 
[0 0 3 1 ] 

[ftio] 



R 11 H 



R 10 CONCS 



(XI) 



R 1 CN 
(XIII) 

F^CONH;, 
<XIV> 



P 4 S 10 */tl2 
LawessonHiS 



S 
ii 



R 10 CONH-C-R 11 
(XII) 




s 

R , -C-NH 2 
(X) 



ffc-fr* (XII) {frg* (XI) fc5t RllH-C*S*L* 
Sr^i"o ffc^fe (XI) ^ RlOfc^ T^n^rv/^^-r o 

f*. fl^fe (XI) l-=e/MC»U »1. 0fc^L*&3 0 



V^LI^2 0 0^:. 0£L<te^5/£^Lm 2 0X:T*fe 
<^0. 5^VNU^3 OBSIffl-CfcSo ^ttttR^iR 

"etssas, «jfefctSoTRi£is-&«id^*i8ii-srtt> 
[0 0 3 2] (X) (XII) SrKXIitS 
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mo. 1^1^50^ #*b<tefalft^U&2 

mm. m&mibaumm. ^mt^zm. =*{b*.*SH? 

*.tf*iWk'*- h y y *»ft^y * 

&m<o&mimitmm. mm-r hv<?j», mm* y * ^ 

^©ISttSS, tMJ h=¥^ h\ th^Ax 

h^v-R. ^y^A tert-y b*cis K^O^J&TVl^ 3f 

*> ki^ hy^^r^>. ^yy-zK *mt-; 
tt. ffl#faoftv>UKj2-o ot\ »SL< ofti* 

[0 0 3 3] fb^fe (X) tt,-flSA» (XIII) 

«{b*3tl(OttfflStt % te^fei (XIII) l^WsiStL, 

(xiii) i*/Wi:*f-U 0ftv^b#Sj3 o^e 

;K £?^b< Kftfil. OftV^blfil 0^^T*$>5o f£ 

>\ N-;*^fcV<y^>\ N-^^t'nU^ N 

DW^K^SftftVa^ fly*, if, Any^kRfk;** 

Mtfte. itiB- 2 OftV^b*5>8 Ot, #;£b< ii&j- . 
1 0ftV^&J3 OtTfcS, RJeE^fW^ ii«»5 5>* 
l^L$}7 2*5?W> »*U< (iiKjO. 5ftWU$3 0 «fW 

&©Rj£fc«v^ii:t>:e*Sj^ SSI^otSlS^ 
[0 0 3 4] (x) ra, fb^fe (xiv) srsat^y 

>Mn-yv (Lawesson) ^iT«t5r ^{Cio 
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ra, .ft^ft- (xiv) i^/h^u, mo, s^vyuei 

O^e/K ff*L<ttJB0. 5ftv^LJH9 3^ui?a!>5.- * 
Rfcflv -^K+XttRlSK^I^ft^^TKiTff 
5©##W"Ck*. IRttlKa. RJCdsatni-S»9.Wlc: 
HMfc**xftv\8*. #J*:tt, r/i^ v ^#K#MbkX 

lOM^t«50Wl ff*L<B»30»iv^tjB 

io i 2i*n-e*s D Rjtgaaw:, ii^oft^b&u so 
■c, #it<tt*i)2 oft^usn 2 ot-efc*,, 
(x) ttRitiKo**, &svM;Ma8!»£ bT&0>Rjfo 

[00 3 5] {b-^fe (la) $ -/flTC*>*»fr" 

»j6^ST5>**e*^or^wbR«fc#i; 
tlWM#^:Ht^ 0 ^J^tfs Yb^ (ia) 

i!2iJ:9#&ns. r.^Wt;ffl<o«ffl*«:. <b^«b (I 
a) l^ufcSJU JBl. 0ft bias. O^K ■ 

< ttiRi. oftv^L^2. 0^e/w-efc-5 o rrvvWb 

;^y»^i^^SS:tti*» («x.ri, ^^^^ h\ 

<b^%» (ia) l^e/u^atu *ao. sftv^b 
■ *?j 5 . o ^e/i^, »•* b < li^j l . o ft b*5j 2 . 0 ^e/ur* 

30 m mms tbrn. PRfihy^r^y, 
t°y 4-v ? ^^ur^y t°y ^>-^^tff>3x 

^b**s, =MJ>HK, ^/^^-yhm 

40 Mift-2 0^V^t^)15 0 c C, ff*b<-tt*50ftV^ 

b^ii oom^ mf&mmtemmm5ft&^i,m2 

4«FMv.»*b<«:jKjl 0^ftv^b#5j5«FraT**>So. * 

[oo3 6] (ib) KfEa3f*sn5*ft 
[fbii] 
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(18) 



34 



2 

3^N 



Ob) 



it^tm db) (i) ^mmmx^m-r^^t 

\^±*)&hti% 0 #«ig®<D<£/Bfitt N <b£i£> (i) i 
^r/w;:*f-u #fto. sftt^u^io^K *?4b<^ 

-2 o'Cftv^uren 3 or. #$l< rafcotft^us 
I0ptt?fc5o SJKNFlBtt, SSift5#fc^UK)7 2 
BfBfl, #£L<te;KjO. 5*V^L*?J1 2«plH-efc5 0 * 
fc. \\&m (lb) ft^* (I) *rii»foJc$;Xttr 

Ste, fb^fe (I) i^/Mc»u 3$o. s&i^Ufiii 
o^e/K »*u<»jei. ofti>U§3. o^u-efc 

m&te. ft&m (I) l^e/He:»L#?jo. 1&^UB3 

y matr hvvj*. mm* y * a 

x.tf*fi», mm, mmmmm<Dmmm. =7yi\L&v 

fej ttli, {3Jx.«Sft/<t^>?A (v 2 0 5 ) , mm 

(oso 4 ) , mfc*is?**r> (w 
o 3 ) . .SHb^ey (Moo 3 ) , —mvct^y (s 

e0 2 ) . »DA (Cr0 3 ) ^Wbfr^o *S 

®s Ki, ^/u^^rv'KfB, x/i^— ~hy 



[0037] mria^s/S{-^v^r > l^Wb^to^g^ 

^ /wXtt-tn-^tLBSIS Sr^fif L T V & J; C i-sT/is 
/^) > hy^/K zrfwf/ulg&m^btiZo -Hfe> 

ff. ^^-/K ^.^/K tert-^^fp) s C 6 _ 10 Ty — 

l-6T^^ryu (flitf, ^^yu, ^PtVK W 

y^nfcVK tert-^^«C) % 7^^^ s C 

50 ^r/U^-^-v--^/L.^^^ (^flx.f^ ^y^^r^/U 
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-/K v-y^^ffl^bftSo rubogMt ut 
(4, ^ny^H^ (0iJ*;l4\ 7 7l, 3-7 
Jf^) Cx-qT^^ (#J;LI4\ ter 

m) , c 6 _ 10 Ty-^ '-tyf-fr 
m , - bnm&m^ibti. «&so$ci4i&^L4fi 

ft, t Vvi/l/, 7i-;ut K9i?>\ N-^fvi'v^ 

^ffi^fe-tirr^^rti-J;?)^^ (i) 

114, 1 51, 1 9 7 7¥ (*#m)iS) ^ICfE«CD^ 
[0 0 3 8] HUfS (T/U^-^mi irUTI4, #Jxf4\ 

/HSj tun mtf, i/i^/n-TVK -^yT 1 

n t>x-r;l/, v^^^/Ua:— tvK fh7t Ka7 
(4, a n y >\ f aa 1 , 2 - a u 

mmtmmm-m\f buz. mm rmmmmt 
Tkmmi turn m*-t£. ^*-y->\ 

uv<>i£i'%wmifb}%z>. mm ^mmr=.^mi 
t ltii, «a];ti4, f y -^v, /hps?>\ y 
^(f bti5„ mfts rr? KMj iLtii, n, 

N-S'y^Vl'JjVt'.&T'S h% N,N— ^f;V7t(-7 

5 k, ^r-y-y^vnj?;** y 5^ h y t 5 >*#?a s #ff e> 
jvtr vsm&mf £>tiz>o mm rx^*^-> 

h=H)*.Vn f h y /H»^*rf (bix5„ MIS 
[ 0 0 3 9 J ±EK*Sfc J; 0 , 1 ftfta*jjm(Dtt*-?# 

• CD ( I a) ft if. ( I b) £-£tf) 14, <&*P 



36 



-TSr i>45-Ct5o {b^-* (I) #9*5*T?*> 

[oo4o] ( 1 ) tt.mftitm&mftm m» 

t Ltffflffc5„ 'fls** ( I ) *r**U-CftS*55M 
84»Jttx *fL»)fel (^Jx.«, 7-/K aA^^ 

[0 04 1] \\&m (I) «r^*bT*S*38WJW! 

4fc^)V^{4Ma^«)icrF^$^^5fi^i:ii ; -g-bT, Mt 
(tt&fe 7^;^n-f^ ^^r-^tf ) , & 
SiJ, jBttecffl, TJ^-fe^J, (V7 h^r-fe/uSr-^tf) . 
SU$!U a^^J, ^?PJ, *»JW*©E3ll«Mi: tr» IP 
30 «)3i(4^SPW («, B0f, DtL8§, MS^) 

lvS4-i"5ri:dS-e#5. {k^-fe (I) ottSMWtf 

0-^**(4, S^J±^©^0. 0 1*^U^10 0lt 

(I) ] i: LtltlO. 0 1#^USJ3 Omg/kg^S, » 
4L,<»4^0. 1 &^L*S 2 Omg/kg#fi£, 
L<(4^J17Sv^U^2 0mg/kgft:S*l B l^V^LISIal 

[0 0 4 2] *^e«roK^JcoiKJtlcfflv^e. < aTfcJ;v^ 
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Vu3r^u\?;v*^;\,±;vu—^^ \) tfxvUfn ]) 

ti5 0 mmmt ^jxi^xv^v, ^/^>>>^ 

f l/y^Un^;K yutVy^ijn^ d— 

^hy^ r^^m+hv tJ±m&mfbtiz> 0 mm 
£ti ; Wx.tf/^y t^/i^r/u^— ;u s 7^y t^k'n y k 

>^K^S V D-y;Ut'>-;K tftth^A, -/y 

<Dmmm*$&mi?t>tiz 0 mmm\ti,x\^ mnis^ 

[0 0 4 3] 



(20) 

mmi or^^u^3 s'csr^-n r%j ^isl^v^ 

fe> h^^fo fiU Ifc^te mol/mol%£r 

s : i/^JfU y h (singlet) 
d : h (doublet) 

t : h y h (triplet) 

q : j3}VJ-y Y (quartet) 
dd : y^jV^y'Uy y (double doublet) 
10 ddd : ^zf^^^fV^^Xyy b (double double double 
t) 

dt : *fzf>V YVyUy b (double triplet) 
br : ^n- K (broad) 

J : % yZf}) isJffeWi (coupling constant) 
Hz : -vuy (Hertz) 
CDCI3 : fi^ UD/t;l/^ 
1H-NMR: Zfu h 
Me : y ^-/W 
[0 04 4] 

l-(4-y h^ri/^^cn/U)-2-(3-t: 0 y i//l-)zc^y ^ 

^^(300 mL)^^-7 S^^^L, 

1.6 M n-^/l-y^^A^^^^^CHS mL)^«TL 

t°^y>(20 g)^fSTL/c 0 ^M-10-OtC±# 
2 05>ra^#^yc^, p-T^^^^U(19.4 

^T^T«^T-lB#^^#^if, 7k(100 raL)£*0;t. 

^S»SLT*JB^«?20.8g (JR* 85 %) £#fc 0 
StvS 71-72^0 
[004 5] 2 

S#^^/K 3,4-^y h**>SAfixf/K 3,4,5- 
h y * h^r^S#*3i^K 4-(y h^ri/y h^r^)gc 
fSixf;l/ > 4-^77U^-n^SS^^^/U. 4-^^/U^ 

^^/u^/u^^y 5, 6, 7, h rt Kd 

-2-^^ hmgt^^ K 1,4— 

^<n^nm\\&m 2-1-2-1 1 i,tc 0 

##Wb^2- 1 : l-^m^yix-2-(3-fc°y i^/U)oi^ 
/ > 44. 5-45. 5^0 

&^m{k&V52-2 : l-(3,4-^y h^r^7^-/U)-2- 
(3-fc: o y ^/u)x:^y 114-115U 

2-3 : 2-(3- 1° y i//u)-i-( 3> 4> 5- h y ^ 
so h^>7x^;l/)x^yy gj.^ 104-105t: e 
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#%«ft^ft2-4 : l-(4-y \>**S* h^i/7x^/U) 
-2- (3- tr y v^/v) x^;y Bt^c 43-44^0 

##«k^2-6 : l-(4-xf;U7x^;U)-2-(3-try 
-Wx^yy BkjS 80-8 1X: 0 . 

/u) -2- (3- tr y >^) ^yy m j& 98-99 < C 0 

#%Wt^fe 2 - 8 : l-(5--f ^xv>)-2-(3-f y 
/W)zn^/^ gt^ 55-56^0 

2-9 : 2- (3- tf y ^A-)-l-(5, 6, 7, 8~X h 
7tKn 7 ^-/v.) at ^ y y gfc,£ 65-66^ 
##«k^2-l 0 : 1- (1, 4— < V ^ i^^-^-y- >--6->f 
-2- (3- 1° y vvu) xi * y ^ 89-90t o 

2- 11 : i-tt-^^w^-Q-t' y 

jy)=.#Sls K^C 69-70^0 

±1S###J 2 l-3§ 0 y :/<ott;b9f-a-t 0 x< 

TU<D^mm^m 3-1-3-5 bfc 0 

##Wffr&«& 3 - 1 : l-7x^;W2-(2-t° y vVu)xi^ 

yy BkS 59-60t: o 

##Mft^3-2 :l-(4-y h^rV7^^^)-2-(2-t° 
y^/W^^/V i&£77-78^Co 

jRb& 109-110^0 
##Mft^®3-4 : l-(4-y h*W*:=^)-2-(4-fcr 
J^Jx^/y 1^103-104^0 

3- 5 : 2-(5-y ^vU-3-t° y v7l-)-l-:7 x 

-/i^^ryv ffl^ 53-54^0 

[0 0 4 6] ###J 4 

2-^ry-2-^^^yu-i-(3-t: o y *ja>}x.9 j ^ 

- n^-^^m^/l/dO g)£7;c=7Ur-fe h~ f> y >M5. 1 
g)£<D tert-^^UTA^— >M30 mD^^td^ y ?A 
tert-;/ h^v" K(6. 4 g ) SrJpit. EiS^«T 1 OOtrC 

' 3«FiB3&^a-tffc. Rjs«*»ai«. *-e«Ru, -f-y 

^ntr/UJi— TJi'X-m&l'tz* *«Sr2N-*6»T?pH 7.0 

^>w>f y^n evi^c— ^y^-fes** LT*«{b-&* 

6.0 g (JR* 62 %) S:#fc 0 
Sfc>6 148-149^0 

2-7 x (3- 1° !J ^/U) x ^ y y 

2-^/7 y -2-7 x x;wi - (3- 1° !J x ^ y y(5.0 .g) 

£48 %*jb**»(50mL)|C»d*L, 1 4 O'CKSNfM 

ft, *»E*:B5!sLfco »«Lfc«JBftS:-f 

PtVum-^/u^^^^ B LT^JSfb^3.9 g 
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88%) «:#*:. 

gk,£ 61^62^ . ^ v -. 

[0 04 7J 6 
2-^n^--l'-(4-^ h>v'7^^^)-2-(3-fc ,> y i^7>)^^ 

y>IMt**** - - : 

l-(4-y h^rv-7rc^/l-)-2-(3-t o y V(6.85 
g)*rft»(36 mL)K**»U-"**(l-7 mL)*JOx.T8'0 

io ^/l^&SJgfi LT*»frfr4ftlO. 4 g(lR^ 89 %) 

fc. 

Sfcj& 188-195^0 

±IB##fi»J 6 tClfi l-(4-y h -2- (3- tr 

y i/yu)zn^ y >£>ft;b 9 fc* l-7xx;l/-2-(3-f y 

/^x^yy, 1-0,4-^y h^v-7i^^)-2-(3-t°y 

vvU)oi^ y > v 2-(3-t° y v^)-l-(3, 4, 5- h ]) y h : 3r 
7^xi/l^) x^yy, l-(4-y h^ri/y h^r->7m^- 
/U) -2- (3- bf y vvW) 3i ^ y >\ 1- (4- 7 07x x^/lx) 

20 -2- (3- t c y c/>^) xi ^ y > x i- 7 31 x^^u-2- (2- e p y ^v) 

xi ^ yy l-(4-y h=3rv/7x xvv) -2- (2- 1° y ^) xl 

^ y v. i-7oc xi/k-2- (4- b° y ^/u) xi ^/y, i- (4-y 

bari/7m^^)-2-(4-t°y ^/U)x:^y 2 -(5-y^ 
yW-3-t°y ^j-l-7ix/>x^y l-(4-xf;l/7x 
xi /U) -2- (3- fc° y VVV) xi ^ y ^ 1- (3, 4- y U v?^" 
^ i/7 x x;l/) -2- (3- 1° y x ^ y y , i-(5--f>y 
xvU)-2-(3-fc°y Wx^yy, 2-(3-tf y -^)-lr(S; 
6,7,8-7h7t Kn-2-t7f/V)x^ y > N l-(l,4--< 
y/v ; t^ty-6-^;i/)-2-(3-t'l) v^/wjxi^y > N i- 

30 (2-^7^/W)-2-(3-t c y ^)xi^y l-(4-y h*cis 
7 -2- (2- tr y v^/W) xi ^ y > N 2- 7 ^ X./W1- (3- 

tr y vVw) xi ^ y > ^ ^tti^tim v ^ r . tie 

^ 7-1-7-1 8 'S:-&riEUfc 0 

^mt^m 7 - 1 : 2-y n m xiyu-2- (3- 1° y 

^U)xi^y >^{b7k*»^ ^ 208-215^ 

^)-2-(3-t°y v?^)xi^y >^k**«ttS[ R^' 19 
1-193^0 

##Wb^«l7- 3 : 2-:/n^-2-(3-fc o y i//U)~l-(3, 
^ 184-186^ 

##^J^k^ 7 - 4 : 2-^ u ^e-l- (4- 1 Kn^v'7xx 
/i^)-2-(3-tr° y ^yu)xi^ y 

f#«^»7-5 : 2-7'cr^-l-(4-7/^D7xX 
yu) -2- (3- tr y vvu) xi ^ y ^*^7k*»*a R^ 189- 
191^ 

MMft^7-6 : 2-^ u -^e- 1- 7 ^ ^;V-2- (2- 1° y 
v?/v)xv*y v^fb7KIR»*tt St^C iso-isi'Co 

so ##Wb^7-7 : 2-^n^-l-(4-y h^y7x^ 
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171°C 0 

V*<bk*iW[ Rj£ 230-232^0 
##«^7-9 : 2-^n-e-l-(4-^ h^v^^ 

/p)-2-(4-t°y v/v^fs^jukfrmtm m& 207- 

209<C o 

#%Wk^fe7- 1 0 : 2-yu^2-(5-^ ^/U-3-fc°y 
V'l')-l-7 = ~;l>=?S>£Jkjkmm& 189-19 

3t: 0 

##«k^7- 1 1 : 2-^ n 

Ad^o-xv s^Aftikmrn* m& 145- 

146T: o 

#%Wt^7- 1 2 : 2-^n^-l-(3,4-^^t-^^ 

* > 7 m -/u) -2- (3- tr y ^) ^ ^ y ^n^bkgnKtt 

174-175^0 

##Wfrgr«0 7-13: 2-:/n^--l-(5— f >^- 7 u)- 2 - 
(M^9.^)x#/yjnbj(3|iu[ B £ 177 _ 178 

#%Wfr&4£t7- 1 4 : 2-^n^e-2-(3-t°y i^U)-l- 
(5, 6, 7, 8-rh7tKn -2-^ 7 =fjU) ^ J > Hfc^Si 

m& 160-162t o 
##Wb^fe7-l 5 : l-(l,4— <V^^*-9->'-6-^ 
AO -2-^ d -e-2- (3- 1° y y/u) m * y ^ AftTkKH* 

#^Wk^»7-l 6 : 2-^n^--i-(2-^^^)-2-(3 
-b°y ^/U)^y jR£ 197-199^. 

##Mft^tl7- 1 7 : 2-:/n^-l-(4-y h^^m^ 
/H-2-(2^y^)x^yy^ij|i m & 170 _ 
171^0 

##Wk^7-l 8 : 2-^n^e-2-y ^^/i/-i-(3-h° 
y i^O.) m * y ^JMbkMMft jK£ 213-218^0 
[0 04 8] ###f| 8 

[4- (4-* h^rv-^^^/W)-5-(3-t°y 3-^T;/ 

^-£U>T(516 mg)<7>Ti? h ~ h y 7W40 mL)ffi«jjK 
{C, 2-^n^e-l-(4-y h^ri/^o:^./U)-2-(3-t 0 y v?/U) 
^*^>*toMS»ig(2.5 g)Sr*Dx., 3ft»#««ftdSfe 
hy^^T^>-(0.95 mL)£^o< 9?STLfc 0 7&T 

^SLfc. ISftSrftft^Stek*^ h y *i»7k, ^ 

g OR* 90 %) &mtc 0 
M/5 265-266t: o 

N-^^U[4-(4-^ h^ri/^m^7U)-5-(3-b: o y 3 
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N-^fW^T (242 mg)<£>T-fcr h y /P(18 mL) 
IBSjR^v i 2-^n-=e-l-(4-y h=^ ; >7rii^/U5^2-(3-e 
y -*?fi,).z*9 y vJMt**|ft*(i. o g) Sriox.; 

ft^b xf;l,7^(o.4 mL)£^o< 9jgTLfc 0 

/w^ttau ttatts:**, tuts, mm^m^Ltco 

bS^^tr«®>ft;^650 mg (iRsp 85 %) " 
io iKjS 158-159^0 

[004 9] ###J 1 0 
N-[4-(4-y h^rv/7x^U)-5-(3-t°y>;;l/)-l,3-fr 

/U-2 T >f /P] r -fe h 7 $ K 
fcU^^{-[(4-y h^r^7x^)-5-(3-fy^)- 
1, 3-^T ^-^-2-^ /U] 7 % > Srffl V \ «3£ 3 
fcW«©*ifefc-C*JHft'&*S:»*: 0 ifc^ 82% 0 
208-210 t: o 
1 1 

2- (4-T -fe fVl" 7 ^ V- 1— f /U) -4- (4- y h ^ >> y zc 
20 =^)-5-(3-try 3-f7/- )V 

l-fcV<5 i?>*A'tf<f-*7$ K(387 mg)(Z)7t h~hy 
/P(15 mD^^d, 2-yo-^-i-(4-y h v/^ ^ ^/u)-2 

- 1° y ^) ^ / v*fb**s«[ (i. o g)&mm 
»*x^t?ftffit, am****, 

T-fe^K0.3'mL)Sr*PS:, 1 «PPflj»KLfc 0 Kjcg 

=9:1) ^mmL'Xmm^moo mg (nx^ 28 %) t 

[00 5 0] ##^J 1 2 

[4-(4-^ h^fv/^^^U)-5-(3-t°y ^)-l,3-f7y 

[4-(4-y h^r^^ai-yu)-5-(3-t o y ^)-l,3-^T/ 
40 — yU-2--f /U] T ^ V (200 mg) £ 1 %^&$ y ^ J (3. 2 

y ^Wftixf/u^^fgg UT*«^4fcl80 mg 

(jfc^ 80 %) ^r#fc 0 
Sk^ 145-150^ 

[0 0 5 1 ] 8-12 T^^ti/c^^O^tH 

3t^^rJ^TcO^ 1 tC^-fo 

[^1] 
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43 



44 



[0 0 5 2] #%#J1 3 







Rh Ho 




8 


-NH 2 






9 


-NHMe 






10 


-NHCOMe 






11 








12 


-NH 2 




HO 






*^«*Jj:t;US P 4, 6 1 


<om%&Hk&%> i3-i~i 




1 2, 


16 1-1.0 5 80 * [^2] 


















13-1 


-NHMe 


o- o- 


168-168 


13-2 


-NH 2 




253-254 


13-3 


-NH 2 


N MdO 


240^241 


13-4 


-NH* 


MeO 

MeO 


168-169 


13-5 


-NHMe 




157-158 


13-6 


-NHMe 


"b- o 


205-206 


13-7 






266-268 


13-3 


-NHCOCHzCOOCHaMe ^3~~ Ma0 ^^~~ 


201-202 


13-9 


NHCOCHjCOOMe C3~~ 


186-186 


13-10 


-NH, 




236-237 


13-11 






215-216 


13-12 


-NHMe 




214-215 


.13-13 


-NH 2 




217-218 


13-14 


NHy 




282-284 


13-15 


-NH 2 




248-250 
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177-178 
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•o 


■<■> ^-o^- 


130-131 


13-18 
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134-135 
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MeO 

13-,9 -CH^a 64-04.5 

MeO 

13-20 -CM*Me We0 ~O~- 5^60 

13-21 -CH^M* HO-^- 174-175 

13-22 -Mb M *>-0- 11MM 

13-23 -CH*Me f~V- B3*4 



13-20 



13-29 



13-32 



— O O- — 

-trO Q- — o- 



MeO 

ft t=? MeO-0- 211-213 

Mao 

-trO O «-©- 

1M0 -O O" O- tWM01 

— (^} £3~ "oO- 



111-112 



-O 0- 

MeO 
MbO 

247-24* 



[0 0 5 3] 
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13-36 
13-37 

13-38 

13-39 
13-40 
13-41 

13-42 
13-43 
13^44 
13-45 

13-46 
13-47 
13-48 
13-49 

13-50 

13-51 
13-52 
13-53 



Re 



-Me 



Q- 



HOOC-CH=CH 



CH=CHCOOH 



N 

f 

» COOH N 
-(CH 2 >30OOH 



-(CH a bCOOH 
-<CH 2 >*COOH 

-MHCHjMo 



-NHMo 



-N{CH 2 Me)2 



-CHjMe 



Me 



Q- 



Me o-Q_ 

MeO 

o- 

MeO-Q- 



MeO 



MeO 
MeO 
MeO 



o- 
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MaO 



208-208 
255-258 

225-228 

143-144 
163,164 

134-135 

112-113 

51-52 

154-155 

187-188 

124-125 
191-192 

mm 
ftbttfc 
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13-54 
13-55 
13-56 
13-57 



50 



-CHgCOOH 
(CHJjCOOMc 

13-58 (CHzJsCOOH 

13 59 (CH^H 

13-flO -(CHzfeOH 

13-61 -(CHafeM* 

13-62 -CHMe^ 

13-63 -NMe 2 

13-64 -N(CH2Me) 2 

13-65 -NHMe 

13-86 -NMoa 

13-67 -NHMe 

13-88 -NHMe 

13-69 -NHMe 

13-70 -NHMe 
13-71 



o- 



MeO 



O 
■O- 



Br- 



104-105 

tthttlft 

76-77 
97-98 
234-235 
144-146 
146-147 

153-154 
205-268 



206-207 



[0 0 54] 



[*6] 
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R. 






15-72 


-NHMc 




o- 


13-73 


-NHMe 




o- 


13-74 


-NHMe 


O 




13-75 


-NHCHaCH^-^^ 




m«ohQ- 


13-76 








13-77 




iJ- 




13-78 




o- 


x — / 


13-79 












O 




ta-ei 


^Q^COOH 


O 




13-82 




<rv- 


<=-€>- 


13-83 


-NM©a 






1364 




o- 




13-85 








13-86 


-CHjNHMe 






13^7 


-NHCOMe 


o 




13*8 


-NHCXJMe 






13-89 


-NHCOMe 






13flO 


-NHCOCH^Me 







HQ 



HCt 
HO 



191-192 
168-169 

172-173 
126-127 



132-133 

90-91 
148-149 

180-181 
240-241 



85-66 
56-57 

214-217 
226-231 
275-278 
248-251 
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(28) 



R b V 5 



5* 



13-91 

13-92 

13-93 

13-94 

13-95 

13-96 

13-97 

13-98 

13-99 

13-100 

13-101 

13-102 



-NHCOCHaMe 
-NHCOCHMej, 
-NH 2 

-NHCOMe 
-NH2 

-NHCOMe 

-NHCO^Q 

-NHCOM# 

-NMeCOMe 

•NHCOMo 

-NHCOMe 

-N=CHNMep 



-3- 



196-199 
213-216 
212 215 
230-293 
186-189 
230-234 
275-278 
207-292 
169-172 
222-224 
175-178 
118-120 



[0 0 5 5] ##0»J 1 4 
U itMfc&Vo 24.9 g(lR^ 89 %)3r#7c 0 



ti^ftfflv^T, TI5o#%Wt:^ 1 5 - l ~ l 5 - 2 
0£^/&L7c o 

15-1 : N-(3-^ nn^y^/^yn e 



1H-NMR (CDG1 3 ) 8 : 1.39 (3H, d, J=5.5Hz), 2.15 
(1H, d, J=2.9Hz), 2.51-2.66 (2H, m), 7.39-7.47 
(2H, m), 7.93-8.01 (2H, m). 
1 5 

n y K> 2-^^-/^>y-ryUi7 n y h\ 3-^ 5vw< 
^A/^nU K N 4-^f;^y/>f;^ny h\ 2-^ 
h^^^;^D]J 3-^ h*ri<"<>y"(sus? n 
y N\ 4-^^U-0-y r ^/^i7 a y K N 4-(l-^^xf 
AO'O^/l^ u y h\ 4-(l, l-v^ f/Uxf^^y 

h\ 4-ynt 9 My^;^p!j h\ 4-^ 
'J-jV^S^/j }V9 n y h\ 4-^^vvW<;xyV yu^ n y 
' K> 4-MJ7;i^tn^ h^v/^y/^/l/^ a y F\ 4- h 

-<>y^/u^u]) h\ 3,4-^^^/^^^-TyU^ n y 
h\ 3, S-^fyU^y^/I/^ n y h\ 3, 



1H-NMR (CDCI3) 5 : 1.40 (3H, d, J= 5.1 Hz), 2.17 
30 (1H, d, J= 3.3 Hz), 2.53-2.68 (2H, ro), 7.40 (1H, d 
d, J= 8.1, 7.7 Hz), 7.53 (1H, ddd, J= 8.1, 2.2, 1. 
5 Hz), 7.90 (1H, dt, J= 7.7, 1.5 Hz), 8.00 (1H, d 
d, J= 2.2, 1.5 Hz). 

5-2 :N-(2-^nn^>^/U)yDt° 



1H-NMR (CDCI3) 6 : 1.30 (3H, d, J= 5.1 Hz), 2.12 
(1H, d, J= 3.3 Hz), 2.53 (1H, d, J= 5. 5 Hz), 2.56- 
2.68 (1H, m), 7.28-7.48 (3H, m), 7. 75-7. 81 (1H, 
40 m ) . 

##Wfk^fe 1 5-3 : N-(2-^ ^/^>-y^;U)ya t:° 



1H-NMR (CDCI3) 5 : 1.30 (3H, d, J= 5. 5 Hz), 2.08" 
(1H, d, J= 3. 3 Hz), 2.43-2. 57 (5H, m), 7.20-7.31 
(2H, m), 7.33-7.43 (1H, m), 7.89 (1H, d, J= 7. 7 H 
z). 

^mit^m 15-4 :N-(3-^ 5vi^>:Af /l^n fc? 
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1H-NMR (CDCI3) 5 : 1. 39 (3H, d, J=5.5Hz), 2.14 
(1H, d, J= 3.3 Hz), 2.41 (3H, s), 2:51-2.66 (2H, 
m), 7.32-7.39 (2H, m), 7. 79-7.87 (2H, m). 

15-5: N-(4-^ fyW^yW M rf xx t" 

1H-NMR (CDCI3) 8 : 1.39 (3H, d, J= 5.5 Hz), 2.12 
(1H, d, J= 2.9 Hz), 2.42 (3H, s), 2.50-2:62 (2H, 
m), 7.25 (2H, d, J= 8.1 Hz), 7.92 (2H, d, J=8. 1 H 
z). 

##«ft^«l 5-6 :N-(2-7< Y^+Z^SJ A>)?u 

1H-NMR (CDCI3) 8 :■ 1.30 (3H, d, J= 5. 5 Hz), 2.10 
(1H, d, J= 3.3 Hz), 2.50 (1H, d, J= 5.9Hz), 2.53- 
2. 65 (1H, m), 3.90 (3H, s) , '. 6. 95-7. 05 (2H, m), 7.4 
1-7.52 (1H, m), 7.81-7.88 (1H, m). f 
#tflft^»15-7 :N-(3-^ F^ri/^y^^/o 

tt«4fc. 

1H-NMR (CDCI3) 8 : 1.40 (3H, d, J= 5.9Hz), 2.14 
(1H, d, J= 2.9 Hz), 2.52-2.65 (2H, m), 3.86 (3H, 
s), 7.10 (1H, ddd, J=8.4, 2.6, 1. 1 Hz), 7.37(1H, 
dd, J= 8. 4, 7. 3 Hz) , 7. 55 (1H, dd, J= 2. 6, 1. 5 H 
z), 7.63 (1H, ddd,J= 7.3, 1.5, 1.1 Hz). 
^MikS®} 15-8: N- (4-^/1^ ^V^/vO^p f 

1H-NMR (CDCI3) 6 : 1.27 (3H, t, J= 7.6 Hz), 1.39 
(3H, d, J= 5.5 Hz), 2.13 (1H, d, J= 3.3 Hz), 2.50- 
2.61 (2H, m), 2.71 (2H, q, J= 7.6 Hz), 7.28(2H, d, 
J= 7.7 Hz), 7.95 (2H,. d, J= 7.7 Hz). 

15-9: N-[4-(l-^ ^As^WOV 

1H-NMR (CDGI3) 8 : 1.28 (6H, d, J= 7.0 Hz), 1.40 
(3H, d, J= 5.5 Hz), 2.13 (1H, d, J= 3. 3 . Hz), 2.50- 
2.64 (2H, m), 2.90-3.05 (1H, m), 7.31 (2H, d, J= 
8.2 Hz), 7.96 (2H, d, J= 8.2 Hz). 

15-10 : N-[4-(l, 1-*?* ^/Uzn^/U) 

-fv t"I/W ^ Wll mL, 0. 14 mol)COy" h 7 t K^7 
^>(160 mL)^^2N-7k^b^ h V ^AtK^(70 mL) 

^y^/v^py K(25 g, 0.13 mol)^i&TLtf: 0 ?&T 

m. 27 g(0. 13 rool, 99 %) *mtc 0 

1H-NMR (CDCI3) 5 : 1.35 (9H, s), 1.41 (3H, d, J= 5. 
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5 Hz), 2.12 (1H, d, J=2.9Hz), 2. 51-2. 64 (2H, m), 
7.47 (2H,- "d, J= 8.8 Hz), 7.96 (2H, d,~ J=*8r.8 Hz). 
Wfr&$5 15-11 : N- (A-7* n b?/i^< ^ /W-) 

1H-NMR (CDCI3) 5 : 0.96 (3H, t, J= 7.3 Hz>, 1> 39 
(3H, d, J= 5.5Hz), 1.57-1.75 (2H, m), 2. 12 (1H, 
d, J= 3. 3 Hz), 2.50-2.59 (2H, m), .2.65 (2H, t, J= 
7.7 Hz), 7.26 (2H, d, J= 8.1 Hz), 7.94 (2H, d, J= 
8. 1 Hz). 

10 15-12 : N- (4-^/1^ V^/l-OT/n 

fcTUW ^ y 

1H-NMR (CDCI3) 8 : 0.94 (3H, t, J= 7.1 Hz), 1.26- 
1.47 (5H, ra), 1.54-1.73 (2H, m), 2.12 (1H, d, J= 
2.9 Hz), 2.51-2.62 (2H, m), 2.67 (2H, t, J= 7. 7 H 
z), 7.26 (2H, d, J= 8.1 Hz), 7.94 (2H, d, J= 8.1H 
z). 

15-13 : N- (4-— 3r *>7W< fr) 7° 

1H-NMR (CDCI3) 5 : 0. 89 (3H, t, J= 6. 6 Hz), 1.24- 
1.38 (6H, id), 1.39 (3H, d, 'J- 5.-5 Hz), 1.56-1.68 
(2H, m), 2.12 (1H, d, J=3.3Hz), 2.51-2.61 (2H, 
m), 2.66 (2H, t, J= 7.7 Hz), 7.26 (2H, d, J= 8. 1 H 
z), 7.94 (2H, d, J= 8.1 Hz). 

15-14 : N-(4- h y 7/U^u ? h^ris 

MV°X2 \?\SZ/S( ~ 

1H-NMR (CDCI3) 5 : 1.40 (3H, d, J= 5. 5 Hz), 2.16 
30 (1H, d, J= 3.3Hz), 2.53-2.68 (2H, m), 7.29 (2H, 
d, J= 9. 0 Hz) , 8. 08 (2H, d, J= 9. 0 Hz) . Wfc^ 
■ 4ft 1. 5 — 1 5 : N- (4- h V 7 )Vjrxi * ^tV^sV^ M 7* 

1H-NMR (CDCI3) 5 :1.40 (3H, d, J= 5. 5 Hz), 2.19 
(1H, d, J= 3.7 Hz), 2.54-2.70 (2H, m), 7.73 (2H, 
d, J= 8.0 Hz), 8.13 (2H, d, J= 8.0 Hz). 
##«ft^«ll 5-16: N-(3,4-v^ h^r^-O-^^ 

1H-NMR (CDCI3) 8 : 1.41 (3H, d, J= 5. 5 Hz), 2.12 
(1H, d, J=3.3Hz), 2.51-2.63 (2H, m), 3.94 (3H, 
s), 3.95 (3H, s), 6.92 (1H, d, J= 8.5 Hz), 7.56 (1 
H, d, J= 2.2 Hz), 7.69 (1H, dd, J= 8.5, 2.2 Hz). 
##»b^«ll 5-17 : ^(3,4-^^^-0^^/^) 

1H-NMR (CDCI3) 5 : 1.39 (3H, d, J= 5.5 Hz), 2.12 
(1H, d, J= 3. 3 Hz), 2.32 (6H, s), 2.49-2.61 (2H, 
50 m ), 7. 21 (1H, d, J= 7.7 Hz), 7.77 (1H, dd, J=7. 7, 
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1.8 Hz), 7.80 (1H, d, J= 1.8 Hz). 

&%Wk&b 1 5 - 1 8 : N-(3, /!✓) 

3, 5-^ ^ScSS»(25 g, 0. 17 mol) t V 

J±T^ K(0. 1 mL)^0 < CT^k^^/l r (50 mLMCJO*. 

fc. S-&*Sr2«FraiWf»ai«l$-frfc 0 iiPJcomfk^^-^ 

fc. h^xy^jEft^t^ »«^>3 r 5-^y^/l^< 
.^^^ KSr#fc. ^nfl/W^tH mL, 0. 
18 mol) Or h7 fc Kn ^y^(i60 mL)»jKS:lN-*BMt; 

h y *A*i&S8e<180 mOfcJPx.*:. wtDSg^fetCOt: 
nB-^f-A^W^Pj KSrWTLfc. 

ttffibfc 0 «a«Srft»U S«*«*U £»Tb£« 
31 g(0.16 mol, ifc^ 99%)S:#fc 0 

1H-NMR (CDC1 3 ) 5 : 1.39 (3H, d, J- 5.5 Hz), 2.13 (1 

H, d, J=3.7Hz), 2.37(6H, s), 2.47-2. 62 (2H, m), 
7.19 (1H, s), 7.64 (2H, s). 

##«ft^ftl 5 -1 9 : N-(3, ^t^U^i/^i/^ 

1H-NMR (CDCI3) 5 : 1.38 (3H, d, J= 4.9Hz), 2.11 
(1H, d, J= 3. 1 Hz), 2.48-2.64 (2H, m), 6.05 (2H, 
s), 6.86 (1H, d, > 8.2 Hz), 7.48 (1H, d, J=l. 7 H 
z), 7.65 (1H, dd, J= 8.2, 1.7 Hz). 

5-2 0 :N-(2-^y 

4 ^> 

tttttt. 

1H-NMR (CDCI3) 5 : 1.44 (3H, d, J= 5.5 Hz), 2.22 
(1H, d, J- 3.3 Hz), 2.57-2.84 (2H, m), 7.50-7.65 
(2H, m), 7.85-8.00 (3H, m), 8. 06 (1H, dd, J=8. 6, 

I. 5 Hz), 8.59 (1H, s). 
[0 0 5 6] 1 6 

l-(2-^ pp7x -2- (4- b° y vvu) ;y 
*M y^n X15.4 mL) Ofefc^r hyt Kp7 

^WlOO mDiteRSr-SOnCfC^aiL, fctfSfcl. 6 

M n-^^y^^A^^^^gac(69 niL)^lTL/c e 
«T»T«105>Pfld^fi^ iK 7 -t'p U > (20 g) 
O&Tk^ h7t Kn77V(10 mL)*jaS:-30 , C'C»TL 
fc 0 lWHWci, N-(2-^ n n-<>^^/w)^ D 
fUW S V(20 g)COM^K^ h7t Kn7 7y(10 mL) 
SttSr-lor-rWTbfco »T»T«3n-e2l«in^«A 

^^=l:l)-e»«UT«JH{k^»16.4 gORa* 71 %) 
1H-NMR (CDCI3) 6 : 4.28 (2H, s) , 7.20 (2H, d, J= 
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6.2 Hz), 7.28-7.39 (1H, m), 7.41-7.48 (3H, m), 8.5 
6 (2H, d, J= 6.2 Hz). . 

[00 5 7] ###J 17 
###H 6k:2p£ % N-(2-^ n p^y/^;v)7 P P ff l/> 

^:V(7)ftt>D iwN-(3-^ n n-oy^/p)yn eu.w 

* >\ N-f^nn^y^^/ptvw^, N-(2 
-^^vW^yV/U):/^ tfUW ^ >\ N-(3-^^vl-< 
y^/V)7 P nt°l/W N-(4-y ^vl^vy^ A-) 

^ntfU^ N-(2-^ h^rV-<y/^/l,)7 P PkV 

>\ N-(4-^^/^^y^/P)^ , n t°l/>^T ^ > s n-[4- 
(l-^fvU^/P)^:/^^]^ t'l/W ^ V N N-[4- 
(1, l-^^fyl/xf/^^y^^yp fc 0 l^W ^ v % N 
fcVW^yOf A*):/n ^ V, N-(4-^ 

4 fc'UV-f ^ > N N-(4- > y ^/u^-n y >^>~< 

fr)7x2 tvw ^ > N N-(4-hy 7A>Jru*?-ri' 
^y^;u)/nt>^^ % N-(3,4-v^ h^v^O 

20 ;^7 p Pt°UW>y N N-(3.5-S^^l^v>^f AO:/ 
n tVW 5; >\ ^(S^-^^l/V^^rv-^vy^yp) 

£^*i^*WS^T, TiBO#%Wb^fel 7-1-17 

##0Wfr&«& 17-1 :l-(3-^PP7x — yu) -2- (4- b° 
y v?/p) zc^y > 

Sfc/& 79-80<C o 

#%«Wt:^ftl 7-2 : l-(4-^PD7x^;U)-2-(4-t° 

30 93-940,, 

#%0Wb-&4& 1 7-3 : l-(2-^ *-/U7ai=L/U)-2-(4-l? 

1H-NMR (CDCI3) 5 : 2.48 (3H, s), 4. 23 (2H, s), 7. 
19 (2H, d, J= 6.2 Hz), 7. 24-7. 47 (3H, m), 7.73 (1H, 
d, J= 7.7 Hz),, 8.56 (2H, d, J= 6.2 Hz). 
#%«ft^»l 7-4 : l-(3-^^/U^oi^U)-2-(4-t 0 

iH^ 115-116*00 

40 1 7 - 5 : 1- (4- ^ ^ 7 ^/U) -2- (4- 1° 

y >?/U)3i^ y 

fit^C HO-lllOo 

ttMft^l 7-6 : l-(2-^ h^^>7x"/U)-2-(4- 

1H-NMR (CDCI3) 5 : 3.92 (3H, s), 4.30 (2H, s), 6. 
95-7.07 (2H, m), 7. 17 (2H, d, J= 5.9 Hz), 7.50 (1H, 

ddd, J= 8.4, 7.3, 1.8 Hz), 7.73 (1H, dd, J= 7.7, 
1-8 Hz), 8.53 (2H, d, J= 5.9 Hz), 
so 7-7 : l-(3-y V*\s-7 ^^J\")-2-{A- 
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t°y *J-A,)=.#Jls 

1H-NMR (CDC1 3 ) 5 : 3.86 (3H, s), 4. 28 (2H, s), 7.- 
14 (1H, ddd, J= 8. 1, 2.6, 1.1 Hz), 7.20 (2H, d, J= 
6.2 Hz) , 7.36 (1H, dd, J= 8.1, 7.7 Hz), 7.51 (1 
H, dd, J= 2.6, 1.5 Hz), 7.58 (1H, ddd, J= 7.7, 1. 
5, 1.1 Hz), 8.57 (2H, d, J=6.2Hz). 

7-8 : 1- 7^=-jV) -2- (4- fc° 

y j > 

87-89^0 

.#%«^«ll 7-9 : l-[4-(l-^^/^^)^oi^ 
/P]-2-(4-t° V y is 

m& se-ss^o 

MWb^l 7-1 0 : l-[4-(l, 

^^^/i/]-2-(4-t° y i//w)m^y v 

^V/p fcVl^T ^ X15.4 mL, 0. 11 mol)(Dfc|<^ h 
7fc Knr/^VQOO niL)2£®£-50^tC#£PU 

0.11 moDSri&TLfco MT^T^lO^^^Si?, ^ 
V^y-t B 3i|y (9. 3 g, 0. 10 mol) <DMfc"r F7tK 
n^7>-(10 mL)M^-30t^ITtyc o ' 1^^#^ 
^tcW:, N-[4-(l, s< is V 4 As] 7 n t° 

^ V(22g, 0. 10 mol) (Dmfov- V? t Ku77> 
(10 niL)^£-30t:TiffiTL*L o jgT^T^^tC^ 
*t*IU 2B#BS^#^?;/c 0 S^^ICTKdOOm 

fell g (jR* 43 %)&mc 0 m& 75-76^0 
#*0Mb&» 17-11 : l-(4-yn fcVK7^x:/U)-2- 

(4-t°y v>)v)zz.$ / 1/ 

71-72^0 . 

##W^1 7-12 : 1- (4-^^:7^^) -2- (4- 
t c y i/^);n^y v 
ifit^ 41-43^ 

#%0Mfr&» 17-13 : 1- (4-^=* v'/Vy ^ ^/U) -2- 
(4-t°y itjl^^f/ls 
fit;& 57-58^ 

17-14 : 2-(4- t° V v7l^)-l-(4- h V 7 
/l^uy h^rv'7x J 1/ 
m& 65-66^0 

#%Wb£^> 1 7-15 : 2-(4-t° y v?/V)-l-(4- h y ^ 
/l^ny ^vU-y^xi/U)^^/ 
94-95t: o 

7-1 6.:l-(3,4-v^ h^ixy^/i.) 
-2-(4-b <> y ^/U)^y > 
^ 110-lirC. 

17-17 : l-(3, 4-^y f;U7xn;p)-2 
-(4-t°y i/y^zn^y V 
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m& 81-83^ 

#%Wb£-^l 7-18 - v - - 

l-(3, 5—^y ^7U^zn^^)-2-(4-t: 0 ]) i/'}l>)±# J >- 

yr/n tVUT^>:(15. 4 mL, 0. 11 mol) CDfefCT- f 
^ t Kd7 y X100 mL)^£-50t:t;i#:fcP U 
ifft^l.6 M n-^^y^^A^^^V^(69 mL, 
0.11 moDSriSTLfCo TST^T^lO^^t^. ^ 
^t7-t fl 3i|y (9.3 g, 0. 10 mol) OMtKt" F7t K 
nr7y>(10 mL)^ffi£-30t:TigTL7c: o lB#P^#21f 
10 i?/c*£. ^(3,5-^^ ^^^y^^^n ^ > 

(19 g, 0. lOmol) ^^tKx hy t Ko77y(10 mDSffi 
£-30X:TiffiTL*: o iT^TfS^I^^T'W 
U 2^m^U^tz 0 51SS^^7K(100 mD^Q 

^^^^ 0 {bLT^M{t;^13 gOR^ 58 %)£#fc 0 
■ftjfe 90-91<C o 

##«fk**l 7-19: l-(3,4-^fl/y^v'7 

m ^/i^) -2- (4- e y ^/u-) ^.^y >- 

20 Bk^C 126-127^0 

mnmfc&m n-20: i-(2-^-y ^/uo-z-w-tru ^ 

^114-115^ 
##0«J 18 

##Mi7[^i:, y-t°^y vcoft^^tc^-t^^y v 

^^.V^T > TU<0&*$Vt{k£to 18-1-18-9^ 
#%Mfb^fei 18-1 :l-(2-^n 7x^;w)r2-(3-f 

1H-NMR (CDCI3) 6 : 4.28 (2H, s), 7.18-7. 49 (5Hr 
m), 7.59-7.67 (1H, m) , 8. 47-8. 56 (2H, m). 
##0Mfr£» 18-2 :l-(3-^n a y ^.yU)-2-(3- 1° 

1H-NMR (CDC1 3 ) 8 : 4. 29 (2H, s), 7.25-7.34 (1H, 
m), 7.44 (1H, t, J= 7. 7Hz), 7.54-7.63 (2H, m), 7.9 
0 (1H, dt, J=7. 7, 1.5 Hz), 8.00 (1H, dd, J=l. 8, 
1.5 Hz), 8.49-8.57 (2H, m). 
40 18-3 :HWno 37^^yU)-2-(3- f 

1H-NMR (CDCI3) 8 : 4.27 (2H, s), 7.24-7.31 (1H, 
m), 7.47 (2H, d, J= 8.8Hz), 7.55-7.63 (1H, ra), 7. 9 
6 (2H, d, J= 8. 8 . Hz), 8.46-8.53 (2H, m). 
t^Kt^l 8-4 : 1- (2- y f/1/7 ^ =-M -2- (3- \f 

1H-NMR (CDCI3) 8 : 2.47 (3H, s), 4.23 (2H, s), 1. 
18-7.47 (5H, m), 7.73(1H, d, J= 7,7 Hz), 8.47-8.56 
so (2H, m). 
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8-5 : 1- (3- y 5vU 7^~jU) -2- (3- fc> 



1H-NMR (CDC1 3 ) 5 : 2.43 (3H, s), 4.29 (2H, s), 7. 

17-7.36 (1H, m), 7.36-7.46 (2H, ra), 7.58-7.65 (1H, 

m), 7.78-7.86 (2H, ra), 8.50-8.56 (2H, ra). 

8-6 : l-(4-^^^^^)- 2 -(3-t: 0 
y^yu)zc^y^ 

72-74^ 

#%«<b^l 8-7 : l-(3-y h^r^7x^)-2-(3- 
fy v>»x^;y 

1H-NMR (CDCI3) 5 : 3.86 (3H, s), 4.29 (2H, s), 7. 
14 (1H, ddd, J=8.1, 2.6, 1.8 Hz), 7.28 (1H, dd, J 
= 7.3, 4.8 Hz), 7.40 (1H, dd, J= 8. 1, 7.7 Hz), 7.5 
3 (1H, dd, J=2.6, 1.8 Hz), 7.58-7.65 (2H, ra), 8.5 
0-8.55 (2H, ra). 

18-8: l-[4-(l, 1-^y ^suz-^su) 7 
^ — /V] -2- (3- fcr° y iy/U) ^ ? y ^ 



1H-NMR (CDCI3) 5 : 1.34 (9H, s), 4.28 (2H, s), 7. 
-22-7.31 (1H, ra), 7.50(2H, d, J=8.4Hz), 7.56-7.65 
(1H, m), 7.96 (2H, d, J= 8.4 Hz), 8.48-8.55 (2H, 
m). 

18-9 : l-(3, 5-i?*^/U7^-/U)-2- 
(3-t°y *J>)V)zjl$ ; y> 



1H-NMR (CDCI3) d : 2.38 (6H, s), 4.27 (2H, s), 7. 
24-7.30 (2H, m), 7.58-7.63 (3H, ra), 8.50-8.52 (2H, 
m). 

[0 0 5 8] 1 9 

#^Ml {cm p-T-Xm^sls<Dftt> 9 1-4- >?y =?- 

1 9£^&Lfc 0 

9 : l-(4-^^^7^7 7x^)-2- 

MA 189-192^0 
###f 2 0 

2-[4-(l, :x.xvU]-l-(4-t°y ^yU) 

^ y^.n^>^ ^(12 g) t4-(l,l-v?y^/U^^/U) 
^xvUTir h~ b y/K9. 1 g)^ tert-^yUTyU 
/I- (36 raL)Mi^y!>A tert-y h^v- K(7. 3g) 
*J0*. R^^rl 00t:T^3^^^if^ o 

^bSfelLT 2->7y-2-[4-(l, 
^)7x^;U]-l-(4-t°!J i//U)m^y ^5.09 g 35 
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%) 4r#fc 0 #^tlfc2-^T/-2-[4-(l, l-i^y^x: 
5vu) b i J xy]/| -1- (4- 1° y i/su) oq ^ y ^(5. 0-g) £48 
%Atok*g£(50 mUd^U 1 4 OrT^^WPfiL 

-C*«{frfr*3. 1 g (Jfc$s 68 %) £#fc 0 



10 1H-NMR (CDCI3) 6 : 1.30 (9H, s), 4.25 (2H, s), 7. 
18 (2H, d, J= 8.4 Hz), 7. 36 (2H, d, J= 8.4 Hz), 7.7 
8 (2H, d, J= 6.2 Hz), 8.81 (2H, d, J- 6.2 Hz). 

[0 0 5 9] ##0t|2 1 
2- (3, 5-v^y ^/U^rc^/^)-i-(4-h° y s v 

##0!l2 OfclJpC, 4- (1, 1-^y ^vl^^vi^) ^ ^ yur 

96-97t:o 
2 2 

20 ##«6|C¥D, l-(4-y h^r^ai=/U)-2-"(3-try ^ 
yU)zn^ y XDftfr*) (C, l-(2-^ n D 7 o:^/P)-2-(3- 
fc° y v>yu) ^ y x l-(3-^Dn7x ~yW) -2- (3- t° ]) 
i?;V>) x: $ y > % l-(4^nn7x xiyP) -2- (3- fc° y >^yU) 
^ * J 1- (2-y ^ylx 7 a ^yU) -2- (3- b° y i^yp) ^ 
y ^ 1- (3- > -2- (3- 1° y v?yU) oi^ / 

l-(4-y ^yl^^oi^yP)-2-(3-t o y ^yu)m^y >^ 1 
-(3-y h^rv-y^^yU)-2-(3-t: o y v?yU)oi^y l-[4 

- (1, l-i?y ^/U^c^/U) y ^ =-;\s]-2- (3- 1° y v?yU) oq^ 
/V, l-(3,5-i^y ^yW^rc^ylx)-2-(3-b o y t/yu)^^ 

30 / l-(2-^on7 r ^xiyix)-2-(4-h o y v^yu)^^/ 
V, l-(3-^PD7xx;U)-2-(4-t e y v^yV)^^/ ^ N " i 
~(4-^ P n 7 ^xiyU)-2-(4-t° V i^JU)^^ J l~(2~ 
* ^yu 7 xiyu) ~2- (4- 1° y ^yu) zc ^ y > , 1- (3- y ^ 
^ * ^yu) -2- (4- b:° y ^yu) ^ / > N 1- (4-y ^yP ^ 

^^yi^)-2-(4-t°y zs^ i-(2-y h^e/^^ 

-2- (4- y v?yu) x^/ y> l-(3^ h^Wxx 
yl^)-2-(4-t°y v?yu)ai^y ^ l-(4-xi^yu^^ -^)- 2 

- (4- fcT y v?yU) zn ^ / 1- [4- (1-y ^yl^zc^yU) - 
/H-2-(4-tfy i?;V) ^ J > % l-[4- (l, l-^^^/U^ 

40 yu) ^^^.yp]-2-(4-l: o y ^)rc^ y >^ 1- tT/u 
^ ^ - yp) -2- (4- 1° y ^yu) ^ y >^ 1- (4-^yU 7 m 
-2- (4- fc° y ^?/>>^ 1- (4— s.^ vvl^ m x: 

/^) -2- (4- e y v^yu) x^;y % 2- (4- fc° y -1- (4- h 
y^y^ny b**>7^-/U)3L? y zs^ 2-(4-t°yv ? 
yu)-l-(4- h y 7;i/tP^ ^yu-^oixiyL.)^^ / ^ ^(4 
-i/y ^yur ^ y y ^^/u)-2-(4-t°y ^x^;^ 

fk**Sftift. l-(3,4-v^y h^r>-^^^yU)-2-(4-b: o y ^ 
yu) ^ ^ y > > 1- (3, 4- y ^yU 37 ^ xi yu) -2- (4- fc° y 
AO^y l-(3,5-v ? y^yU^oix^yi,)-2-(4-t 0 y v? 
50 yU)^i^y >N l-(3,4-y^^Vv ? ^^i/y^x,yl.)-2-(4 
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^9 / >\ 2-[4-(l,l-^^^^^/l>)^ai^/U]-l-(4- . 

try v^j^y 2- (3, 5-^/^-/uy^^/u)-i-(4- 

^2 2-1-2 2-3 3 Sr^fig Lfc 0 
#%flft^»2 2-l : 2-^n^--l-(2-^ uu^^ 
/P)-2-(3-f y byu)^^ / ^JMfcTKPft^ifi 
RL£ 88-90^0 

^)-2-(3-fJ^)x^ y 
164-166^ 

##«^^2 2-3 : 2-^n-=e-l-(4-^ du^m^ 

/v) -2- (3- 1° y vvw) a: * y >- JMb**** 

MWb^fe2 2-4 : 2-:/n^-l-(2-;*^vK7rii^ 

/i/) -2- (3- try y 

#%«k^&2 2-5 : 2-^n^e-l-(3-y ^/U^^^ 

/p)-2-(3-t°y v^/u)^^ y vHfekiif^K 

#%«^»2 2-6 : 2-^ (4-^^^^^ 

/w)-2-o-tf y y v*^7R^^m 

96-98 c C e 

[00 6 0] 22-7: 2-^n^-l-(3-^ 

h >> ^ ^ 3vW) -2- (3- b° y vvU) m * J >*tok* 

t^Wb^fe 2 2-8 : 2-^n^r-l-[4-(l, 1-v^y 

7 ^ -2- (3- b° y ; is&fcfrmwz 

M& 190-194^ 

#%Wfrgi£l2 2-9 : 2-^n^e-l-(3,5-v ? >^/V^zn 
-A-)~2-(3-f y *?a,)±9 / ^*ft**BBtt 
BWfc 195-197T: o 

2 2-10 : 2-7" n (2-^no7x^ 
/P) -2- (4- e y vvu) 31 * y i/^ftTkSf&ifi 
Kb5 157-159^0 

##«^tl2 2-.l 1 : 2-^n^-l-(3-^ u u ^m^- 
^)-2-<4-f y *J;v)^# y >*fbjc*Bttt 

178-181^0 

#%Wfc^2 2-12 :2-^o ; e-l-(HDD7x^ 

;H-2-(4-t'p^)x^ yylttlSI 

-jgk^ 189-193^0 

#%Mft^«l2 2-13: 2-^0 : t-l-(2-^^7xX 

7 u)-2-(4- 1° y y 

Rt^ 183-186T: e 

##Wfc^#>2 2-14: 2-^ n^e-l-(3-y f/l^7x^ 

/i-)-2~(4-fc o y 9 /^jMbMwt* 

#%«ft^2 2-l 5 :2-7 , p ; t-l-(4-^f^7xX 

7i-) -2- (4- 1° y i^/p) =c ^ y v ||>ft;7k§?i^*k 



(33) 

64 

11 1-1 13^ 

##«k^'ft2 2 -16: 2-^cz^-l-<2-/ / h^;>7rc 

^/u) -2- (4- tr y ^/u) pi $ y . 

168-171^0 

##Wttfe2 2-1 7 •■: 2-^n^e-l-(3-^ b^r^^^ 
n^)-2-(4- tr y v^/W) 3i* y ^^bkSRtttt 

#%W^fe2 2-18 : 2-^ (4-pi^/1-7 

>v) -2- (4- e° y 3i * y 

io Sk^ 170-173^0- 

[00 6 1 ] ttMft^fel 22-19 : 2-^oM-[4- 
( 1- * ^/V3i ^7W) 7 z=.;U] -2- (4- fc° y z^? / l/% 

185-188^0 

##Wb^i2 2-2 0 : 2-^n^--l-[4-(l, l-i?*^ 
/Uzc^/U) 7 m ^/U]-2- (4- fc° y vVU) m ^ J i'lMfc** 

1t[4-(1, 1-v^y f;l/xf;l/)7x^;H-2-(4-t°y vvU) 
^yy(10gi 39 mmol)"S:ftBK40 mDfcSS^U JliJf 
20 (2.0 mL, 39 mmol)SrJDxL"C80 < C-e3^Md^a'tffco R 

.**WBI^^-CiSlB*L*lHft'S* 9.6 gOR* 81%) 

gk/k 209-212t: o 

2 2-21 : 2-^n^-l-(4-7 p n e 0 /U;7 m 

~^)-2-(4-t o y *?nd^9 y 

Bkj& 167-170^0 #%Wfc^3 2 2-2 2: 

- (4-^^ 7 ^ ^/U) -2- (4- fc:° y S?/U) 3i 9 J ^$kitfcm 

so m& 158-161^ 

#^Jft^ 2 2 - 2 3 : 2-^ n ^e-1- (4 v^/U ^ i 

^7W) -2- (4- f y ^yv) 3L ^ y v^^bTK^^m 

fit^; 153-155^0 

##PJfc^^ 2 2-2 4 : 2-^n^-2-(4-t° y vVw)-l- 
(4-h]i7/^D^ h^r^^^^.7W)3i^y ^>fb7k^^ 

2 2-2 5 : 2-^n^-2-(4- t: 0 y ^/U)-l- 
(4- h -p-7^*n y f/W7x^)x^ y VJfe^TKiRKiS 
40 190-194^0 

#%Wb^^l2 2 -2 6 : 2-/p^-l-(4-^^f-^7 ^ 

y ^x:^)-2-(4-t°y ^)3i^y 

m& 163-167^ 

##Wt^«l2 2 - 2 7 : 2-/nW-(3,4-^ h*is 

^^^)-2-(4-t°y ^)3i^y >^it^mmm, 

174-175^ 

#^«b^t2 2 -2 8 : 2-^n^-l-(3,4-v ? ^^/W^ 

^^)-2-(4-t p y *?m^9j >9kitfomm 

MjSL 196-199^0 
bo 2 2 - 2 9 : 2-^n^e-l-(3, 
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-2- (4- 1° y V/u) m * y > JMbTkiH g 

l-(3, f/l^7x^)-2-(4-t fl y vvtO^y >(7. 

0 g, 31 mmol)^^(35mL){C^L, 11^(1.6 roL, 31 

ffffltm^-cjjfe^LSJH^* 16 g(lR^ 96%) Sr# 
fc. 

gfc/£ 216-219 £ C 0 

##«L^2 2- 3 0: 2^n^-i-(3,4-^fl/yv? 

^/u) -2- (4-f y/ti)^$ ; ^%vamm& 

WMs 2ii-2i4X:o 

##Wk^ft2 2-31: 2-^u^-l-(2-t7f/U)-2- 

(4- 1° y i?/v)=c* / v*ffc7k*»Jfi- 

Sl^ 149-152^0 : 



*##$Jfl^fe>2 2-3 2: 2-yo : e-2-[4-{l r l-y^f- 



##Wb^t2 2-3 a : 2-yu^e-2-(3,5-^^^yU^ 
^/W)-l-(4-t°y i^u)ic^ y Vft^7K^« 

186-188^ 
[0 0 6 2] 2 3 

I^TO$ 8-$2 1 i:E«©#%fl^ft 2 3-1-2 
3- 2 2 2£, ##098-1 2, #BSBg6 1-1058 
0 J; tfuSP 4, 612, 3 2 1 \Z.WSL<Dj5 

[*8] 
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285*286 


23-110 


-NHCOMe 






294-295 


23-111 


-MHCOMe 


A A 

o- 




206-2OB 


23-112 


-NHCOMe 


o^- 




201-203 


23-113 


-NHCOMe 


o- 




210-212 


23-114 


-NHCOlCHaVjCI 


o- 


MeOHO^ 


191-194 


23-115 








133-135 
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(41) 



23-116 -NHCOtCHj)^ 



23-117 



23-118 



23-128 



Me 



-NHCOMe 



23 119 NHCOMe 

23-120 NHCOMe 

23-121 -NHCCKCH2) 2 COOCH 

23-122 -NHCOtCHzJgCOOH 

23 123 -NH 2 

23-124 -NH Z 

23-125 -NH 2 

23-126 -NH 2 

23-127 NHCOMe 



-NHCOMe 



23-129 -NHCOMe 
23-130 -NHCOCHMe 2 







223-225 




M-O-O- 


351-352 




MeC! 


265-267 


o- 

\ssa/ 




248-250 






295-297 




MeO-^J— 


261-264 


■o- 




334-336 


ffV- 




267-269 




MeC> 

i«o-0- 


216-219 






248-250 






273-275 


O- 




295-296 




> 

Me 


284-2B6 






289-291 


o- 




284-265 



[0 0 6 6] 
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$#(182000-302680 (P2000-302680A) 



81 



(42) 



82 



23-131 -NHCOCMe 3 
23-132 -NHCONH(CH 2 ) 2 Me 



23-133 

23-134 
23-135 
23-136 
23-137 
23-138 
23-139 

23-140 
23-141 
23-142 
23-143 
23-144 

23-145 
23-146 



-NH 2 

-CHzCQOCHaMe 
-CHgNHCC 
-NHCOMC 
NHCOCHMej 
-NHCOCMea 

-NHCOMo 
-NHCOCHMe 2 

-NHCOCMe 3 

-NH a 

-NH 2 

-CHjCOOH 
•CH2CONHMB 



O- 



O- 



Me 



O- 



HCI 



MeO 



287-268 
242-244 

309-311 
150-152 
150-151 
280-281 
303-304 
317-310 

342-345 
297-298 
313-315 
254-257 
261-264 
135-137 
129-130 



[117] 
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(43) 



83 








84 




B« 








23-147 


-Me 




\ — / 


132-133 


23-1 48 


•PI rTV^WiYTO 


►TV 


Me<CWi»)3--\> — 


256-258 


23-149 


-NHCOCHMe 2 




\ "Z/2 \ / 


269-272 


23-150 








240-242 


23-161 


-NHCOMe 




Me(CH 2 ) 3 —^ == ^— 


259-261 


23-1 52 








237-239 


23-153 


-NHCOMe 






296-298 


23-154 








cdc one 




-NHCOCFg 


N v=/ 


MeO-VV — 


260-262 


23-156 


•NniiunrtLin2MC 








23-157 


-NHCONHCHjMo 






181-183 


23-158 










on < en 

^<s- low 


uu 
-r4rl2 






204-206 


23-160 


-NH 2 


o- 


Me(CM 3 ) 5 -<Q>— 


178-179 


23-161 


NH 2 


o- 




262-264 


23-182 


-COOH 




MeO-O- 


141-143 


23-163 


-NHCOCHjMe 


o- 


Me 3 C-Q- 


295-297 


23-164 




o- 




292-294 


23-155 








326-328 



[0 0 6 7] [tl8] 
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23-166 
23-167 
23-168 
23-169 
23-170 
23-171 

23-172 
23-173 
23-174 
23-175 
23-176 
23-177 
23-178 
23-179 
23-180 
23-181 
23-182 
23-183 



-NHC 

-NHCO-<£} 
-NHCONHCH 2 Me 
-NHCONH(CH 2 ) 2 Mc 
-NHCOCHaOMe 

-NHCOMe. 
-NHCOCHaMe 
-NHCOCHMej 
-NHCOCH a - 



-NHCC 
-NH 

-NHCONKCHjMe 
-NHCONH(CH2)2Mft 



MejC- 



326-329 

277-279 

309-311 

269292 

212-214 

248-249 

226-230 

244-246 

228-229 

204-2D8 

216-21B 

218-220 

251-253 

27i-273 

302-305 

190-192 

239-241 

304-306 
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88 













23-164 


-NHCOMe 






328-330 


23-185 


-MHCOCHjMa 






284-286 


23-186 


-NHCOCHM^ 






274-275 


23-187 


-NHCOCHj— 


■o- 




295-296 


23-183 


nhcchQ 


■o- 




254-255 


23-189 




o- 




272-273 


23-190 








262-264 


23-181 


-nhco-Qn 


■"O- 


CF3-0- 


263-264 


23-192 


-NHCONHCHaMe 


<o^- 




206-207 


23-193 


-NHCONH(CH 2 >2Me 






208-210 


23-194 


-NHCOCHgMe 






291-293 



23-195 -NHCOCHMe 2 

23-196 -NHCOCH 2 - 

23-197 -NHCO-^^ 

23-198 -NHCO-Q 



Mo 
Me 

V. 

Me 



270-272 



226-229 



285-266 



275-278 
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(46) 



23-199 -NHCO 



23-200 -NHi 



23-201 -NHCONHCH 2 Me *£3~~ 



23-202 >NHCONH<CH 2 ) 2 Me 



23-203 



23-204 NHa 



23-205 -NHCOMe 



23-206 -NHCOCHzMe 



23-207 -NHCOCHMe? 



Me 

..0- 



-NHCOCHgOMe v3~ 

Me 

Me 



267-270 



302-304 



128-130 



220-222 



237-240 



292-293 



253-254 



MO. 

23-208 -NHCOCH,-^ 



235-238 
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(47) 



£2 



23-209 



Me 

P- 

Me 



300*301 



23-210 




Q- 


> 


277-278 


23-211 




Q~ 


Me 


278-280 


23-2 12 


- N H CCJNH CH^M© 


Q- 


Me 


220-224 


23-213 


NHCONH(CH2)zMe 


o- 




204-206 


23-214 


-COOCH-lVIe 






149-150 


23-21 5 


-N HCOCHjNM02 


o- 




230-231 


23-216 






MeCHzOCOCHjjO-^^— 


187-169 


23-217 


NHCOMe 




MeCH z OCOCH z 0^^3 — 


186-197 


23-216 


-NHCOMe 




HOCOCH20-^3— 


266-270 


23-219 
23-220 
23-221 


-NHCOMe 
-NHCOMe 


o- 
o- 


MeCH 2 OCOCH 2 CH^^— 
HOCOCHaO-Q^— 


181-185 

239-244 
HQ 237-242 


23-222 


o 




MeO-CK 


246-250 



[0 0 6 9] 
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(48) 



23-223 NHCOCHzOH 



23-224 



-NHCOMe 



-NHCOMe 



23-227 -NHCOCH* 



23-229 -NHC 



23-231 



23-232 



23-233 



-NMeCOMe 



Me 

P- > 

Me 

> 



HO 

MeCCfe 



Mc(CHg)52— 
Mb(CH2^3 — 



O- 



MeO 



> 



94 



243-245 



371-373 



350-351 



156-157 



17M72 



27S-278 



276-277 



250-261 



241-242 



HQ 219-Z22 



226-227 



[S23] 
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96 



23-234 -NMeCOMe 



23-235 -NMeCOMe 



23-236 -NMbCO 



23 237 NMel 



23-239 NMeCO 



23-240 -NHCO 



23-241 -NHCO 



23-242 -NHCH 2 Me 



23-243 -NHCO 



23-244 -NHCO 



°°-0 O- 



Me 




Mb' 




> 



Me 
Me 



Me 



171-174 



HCI 189-193 



HCI 210-214 



2HC1 206-210 



HCI 285-287 



2HCI 264-269 



O- m«*0- 



179-182 



2HC1 327-329 



293-295 



[0 0 7 0] 
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ft §§2000-302680 (P2000-302680A) 



(50) 
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23-245 -KHCO 



■0 

0 



23-24B -NHCO 



23247 -NHCO 

23-248 -NtoeCO-^^ 
23-249 
23-250 
23-251 
23-252 
23-253 
23-254 
23-255 
23-256 

23-257 



-NMeCO 

NM0CO-£5 
-NMeCO 
-N(CH 2 Me)COMe 
-N(CH a Me>CO 
-N{CH 2 

-N(CH 2 Ma^O-^J> 
-NCCHjMe^CCH^ 
-NMeCOMo 



Mi 



Me. 

Me 3 C 
MeO 



MeO 
MeO 
MeO 
MeO 

■O"" w©o 

O- Me * c 



245-247 
269-270 

171-173 

141-142 
HCI 194-196 
144-145 
2HCI 175-178 
HCI 184-187 
128-130 
HQ 149-151 
144-145 
2HC1 151-154 

186-188 



30 
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(51) 



FL^N 



700 



23-258 

23-259 
23-260 
23-261 
23-262 

23-263 
23-264 

23-265 
23-266 
23-267 



23-269 
23-270 
23.271 



NMeCOMe 
-NMeCO- 



-NMeCO- 

-N(CHjMe>COMe 

-W<CH2Me)CO-(3 
-N(CH2Me)CO-^^ 

-NHCHjMe 

-NHMd 
-NHCHsMe 



.Mi 



Ms, 



"3- 



O- 
O- 



Ha 189-191 
204-206 

HCI 202-203 
135-138 
2HCI 169-17t 
162-163 

HCI 184-185 

222- 224 
HCI 219 222 

156-160 
2HO 159-191 
175-176 
28^269 

223- 225 



[0 0 7 1] 
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(52) 



R b>-S 



102 





> 

Me 


o- 


Mo 
Me 


O- 


Me 


O- 


Ma 


O- 


> 


o- 


Me 


O- 


Me 


O- 


> 


O- 
»3~ 


> 
> 




Mc 
Ma 

Me 


o 


Me 
Me 



23-272 -N^CHsMeJCXDhte 



23-273 -N(CH2Me)COMe 



23-274 -N(CHzMe)C 

23-275 -N(CH 2 Me)CO-^^ 

23-276 -NHfCHaJaMe 

23-277 -^((CHafeMe^OMe 

23-278 -^(ChygM^CO-^ 

23-279 -NKCH^XX)-^ 

23-280 .NHfCH^aMe 

23-281 -NHCH Z - 



2*282 -r^CH 2 -4 A)COMe 



23-283 



159-181 



HCI 179-164 



174-17B 



177-180 



165-168 



1B5-1B0 



230^234 
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(53) 



104 



23-284. 

23-285 
23 268 
23-287 



23-289 
23-290 
23-291 
23-292 
23-293 



N( 



>COMe N 



M© 

-3- p- 



-N((CHsj)2Me)CO 
N(CHMc 2 >COMd 
-N(CCH2)2Me)COMe 
-NH(<CH 2 )2Nte) 
-NH(CHMd2> 
-NH<(CH 2 )2Me) 

HC^S 



O- 



MeO- 



183-187 

137-138 
144-146 
131-132 
122-124 
142-144 
141-142 
161-153 
188-191 

131-132 
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(54) 



mm /x 



23-294 
23-295 

23-296 
23-297 



23-299 

23-300 

23-301 
23-302 

23-303 



-NHMe 
-NH 2 

-NHCOMe 
-NH 2 

-NHCOMe 
-NHCOMe 

-(CHafeCOOH 
-NHCOMe 



144-145 



o- 




264-267 
275-277 

262-263 



Me 



MeaCH^- N^h- 245-246 



Me 




Me 

o O 0- 



304-308 

144-145 
141-142 

332-334 



[0 0 7 2] 23-128 
N-[4-(3, 5-^^ ^JU7 ^z=-;V)-b-(4-\? ]) S^O-l, 3-^ 

N- [4- (3, 5- i?* *f-)V7^ -5- (4- fcT V ^/P)-l, 3-^ 
T /-^2-^ 7^7^ (0. 50 g, 1. 78 mmol) 1 4- 
^vi'T ^ 7 t? y (0. 06 g, O. 51 mmol) CON, N-v 5 ;* 
?vUT1? h7^ K (5 mL) mtT^jV (0.21 

g, 2.67 nmoDSrJp^ 80t^I4B*IH*#Lfc o KflSB 

^ 29%) Sr#fc 0 
^ 284-286 ( C 0 
#%#!J 2 3-133 

N-[4-(3, 5-v^ f;U7x^)-5-(4-t°ij 3-^ 
TV— yu-2-^/w]T^>- 

2-^n^-l-(3,5-v ? ^f/l,7x^;P)-2-(4-t 0 !j^)x 
* / ^*fb?k*Bt*S (5.0 g, 13 mmol) ^^^m^ (1. 
0 g, 14 mmol) cOTirh^hy/U (60 mL) S^tC, h 
!^ x ^^ (1.9 ml, 14 mmol) SrjjSTU Sffl-C3 



fiS*B»^^ J; 9 2. 0 g (7. 

2 mmol, 55%) %mtc 0 

m& 242-244°C 0 
##0!)2 3-137 

N-[4-[4>(l, 1-v^ ^vW^c^vU) :7^A0-5-(4-fc°y V 

N-[4-[4-(l, 1-v^ ^/U^/U) ^m^/H-5-(4-t° y >^ 
/U) -1, 3-^T ;/-vU-2->f T S > (0. 40 g, 1. 29 mrao 
1) bA—J* * / tf y (0. 05 g, 0. 39mmol) 

4>N,N-^y^vUTir h7 S K (4 mL) ^{bTir 
^ (0.15 g, 1.94 mmol) SrjUDx.. 8ot:-C14B*ra»# 
bfc 0 KJKil^lc^Bf**-^ h y »? ATKSrar, #fffi 

o. 23 g mm 50%) *#fc 0 

fik^C 280-281^0 
###J 2 3-143 

N-[4-[4-(l, 1-v^ .^vUju^vu) ^^^yU]-5-(4-t: 0 y 
/1-) -1, 3-^T V— /U-2-Y ;u]7^ 
2-^ u ^-l-[4-(l, l-is? J-;V^ -2- (4- 

e y ^,U) ^ ; ^^it^mmm. (5. 0 g, 12 mmol) t 7 
^WiWk (0.95 g, 13 mmol) cOTi? h y (60 mL) 

^^(C N h!J xf;l/7^y (1.8 ml, 13 mmol) £ffiT 
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fc. »&ftfctt»»*:^> / -A' J: 5 LT*»b 
^fe 2.6 g(8.4 mmol, te* 69%) 3r#fc G 
254-257^0 
[0 0 7 3] ###J 23-164 
N-[4-[4-(l, \-*J* ^Vl^^yv) ^ai^/^]-5-(4-t°y ^ 

;v)-i,3-f 7/-;w-2-f ;w]^yX7 ^ K 

N-[4-[4-(l, l-i??l^/U^^/\s)7 = ^sU]-5-U-K 0 }) ^ 
A-)-l, 3-^T /U] T * ^ (0. 50 g, 1. 62 mmo 

1) t4r*J* ^ 7 t°U (0. 05 g, 0. 39mmol) CO 

N,N-^^f/P7t h7^ K (5 mL) *«K:. 
-f/U (0. 15 g, 1. 94 mmol) SrSPx., ..80 < C-ei4«FlB8H^ b 

0.44 g OR* 66%) £#fc e 
KjK 292-294*Co 
#%0*J 2 3-165 

N-[4-[4-(l, 1-i^y ^/^^yV)^^^A]-5-(4-t: o y 
/U)-l,3-f7/- /U-2-> f ;>] = 3fy7$ K 
N-[4-[4-(l, ;Uxf ;V)7x^]-5-(4-t°y 

A)-1, 3^T>^— ;W2->f;U]7 S ^ (0.50 g, 1.62 mmo 
l)^4-^f;U7^7t°!J^y (0. 06 g, 0.49mmol) CO 
N,N-^^^/WT"fe h7^ K (5 mL) Sft^n^ 
JJ^mkM. (0.43 g, 2.42 mmol) SrJfl*.. 70 t CT-14 

#\ *fmu^H#:S:»StUYCo- #k*xfcB#&*i5fcl> b 
fc«.-«*Lfc. ftfefiSrxir y -/u^bSISI Ut* 
Wk&m 0.49 g OR* 73%) -Sr#fc 0 
fttjK 326-328^0 
##0»J2 3-168 

N-[4-[4-(l, 1-i/y ^/U:r.^vV) ^^^i^]-5-(4-t: 0 ij ^ 

^ K - ... 

N-[4-[4-(l, 1-i^y ^y^^/W)^m^/U]-5-(4-t: o y 
;V)-l,3-f-7)/-;l-2-^;H7^>' (0.50 g, 1.62 mmo 
DH-^f^^yt 0 !)^ (0.06 g, 0.49mraol) CO 
N,N-^y?vUTir YT% K (5 mL) Ift^n 
^V^^^^/l- (0.32 g, 2.42 mmol) SrflDx., 70 

tvcwatwittt-Lfc.. RjSjftfr»^«fit**-^ h y 

LT^JBfl^ftf 0.43 g OR* 66%) £r#fc 0 
jgt& 309-31 1°C 0 

[0 0 7 4] #%0!J2 3-194 
N-[4-(3, 5-v?y f;U7 ^ ^ A) -5- (4- 1° y vyl^-1, 3-^- 
7/-;W2-^7U]7 p Pt a ty7^ K 
N- [4- (3, 5-5^ ^/^^^^/l.)-5-(4-t: o y 3-^ 
7^*-2-^;U]7^ (0.51 g, 1. 8 mmol) £4-v>y 



(55) 

f;U7 ^ y t° y Vl/ (0. 06 g, 0. 52 mmol) CON, N-v>y 
f^7W75K (20 mL) 

(0. 18 g, 1. 96 mmol) SriffliL SO^T^H^P^ti^ Ufc 0 

fco "fijlSftSs** y — rt^&WWI bTSJgfc'g^ Q. 4 
1 g OR* 67%) «:»*:. 
JH^C 291-293^ 
###J 2 3-195 
io N-[4-(3,5-^y 5vV:7;ii~ A)-5-(4-b°y v^vO-1,3-^ 
7/^-2-^;i/]-2-y f /^n fc 8 ty7 ^ K 
N-[4-(3, 5-v^y m xi/^)-5-(4- tT y 3-^ 

T /W2--f >] T ^ V (0. 50 g, 1. 8 mmol) £4-v^y 
^7^/t^^/y (0.06 g, 0.53 mmol) CON,N-v>y 
hT ^ K (20 mL) igj&tC, ifrfb2-* ^l>:/n 
(0.20 g, 1.91 mmol) SrSPx.^ 80TC-CI4NPH1JI 

■fflbfcBfc***Lfc. Wb^fcHftSr^SsWUfc^ 
■««bfc.-" ftlSft «:^# y -A^&WISft lt«Wb# 
20 m 0. 52 g OR* 83%) Sr#fc„ 
Sk^ 270-272^0 
##M2 3-196 

N-[4-(3, 5-v^y f;V7i^)-5-(4-f 3-^ 
7/- /W2-^f^] -2-7 a ^/P7t bT^ K 

n- [4- (3, 5- v> y ^-/v 7 31 —/i') -5- (4- tr y vVu) -1 , 3-^- 

7/-/W2^^]7^y (0.51 g, 1.8 mmol)^4-v ? y 
f;U7^y t°y (0.06 g, 0.52 mmol) CON, N-v>y 
f/U-7th7 5 K (15 mL) Sttfltf-^^/UT 
ir^/U (0.32 g, 2.0 mmol) ^r^Dx. 80 < C"ei4^ra»l$ 

0. 33 g (JR* 46%) ^r#/c 0 
■flk^C 226-229^0 

2 3-197 

N-[4-(3, 5-v^y ^yP7zc^/P)-5-(4-t: 0 y ^/U)-l, 3-^ 
7/-/W2^;V]^<yX7 ^ K 

N-[4-(3, 5-C^y f-^7 31 ^/l-)-5-(4- 1:° y ^)~1, 3-^ 
T ^—71^-2-^ ;l/]7^ (0.51 g, 1.8 mmol) t4-v?y 
40 y fc°y (0. 06 g, 0.52 mmol) CON, N-v^y 

f^7t h7*-K (20 mL) *ft^<V^>f^ 
(0.30 g, 2.15 mmol) -SriPx., 80^^14^^ bfc 0 

*Sr»ftLfc 0 #^ixfc@ft:^7kt5feV>bfc«, »jftb 

fc. ^asr^i^ y—^^bS«»b-c*»k^» o.i 

8 g (iR* 26%) ?r#fco 
M^C 285-286^0 

2 3-198 

N-[4-(3, 5-v^y =rjV-7^=z.)\s)-S-{\-\^ y v^yU)-l, 3-^ 
50 T^y— ;u-2->T^]'>^ n^O^>-^;^/K^rf-^ K 
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N-[4-(3, ^7x^;l/)-5-(4-e!)^;l/)-l, 3-^ 

7 V—)V-2-4 /U] T ^ V (0.51 g, 1.8 mmol) £4- 
f^7;yt°!j^y (0.07 g, 0.56 mmol) tf>N,N-S^ 
5vUT1r hT^ K (10 mL) jS«|c, *ffc$^na-<^* 
(0.33 g, 2.47 mmol) SriPx., 70 < CT?14 

Hfc^fe 0. 41 g (JR* 59%) «:#fc 0 . 
B»/& 275-278^, 

[0 0 7 5] ###J2 3-19 9 
N-[4-(3, 5-v^^ ^fr? zn—/l»)-5-U-\? y >VU)-1, 3-^ 

N- [4- (3, 5- ^)V~7 rc ^/U) -5- (4- fc° y vvP) -1, 3-^ 
7/-;W2-f;U]7^ (0. 52 g, 1. 9 mmol) b4ri?* 
f^T^/t'y^y (0.07 g, 0.56 mmol) <DN,N-^^ 

^/vr-fehr^: k (10 mL) mm^ mk-^ s r/4A> 

£»46(0.51 g, 2.86 mmol) SrJDx, mX,X\m?%Wfc 

0.44 g (J&* 61%) S:»"fc 0 
Bfc,£ '267-270^, 

2 3-2 0 0 

N-[4-(3, 5-^y f /^7ai^/P)-5-(4-tf y 3-^ 

N-[4-(3,5-v^^^U^oi^/U)-5-(4-t: ,, y vVl-)-l, 3-^ 
7/-;H-^;H7^ (0. 51 g, 1. 8 mmol) 1 4-^ 
5vUT ^/fc 8 y^y (0. 07 g, 0. 56 mmol) <£>N, N- ^ 
^TtN7^ K (10 mL) V ^ =r ^ y 

^/MS®^(0.48 g, 2.72 mmol) 3r#DX.. 80 < C-T?14B$W] 

f fr&tt 0. 22 g OR* 32%) £#f Co 

302-304t o 
##0(1 2 3-2 0 1 

N- [4- (3, ^ - /u) - 5 _ ( 4 _ t ° y ^)-l, 3-^ 

7/-;H-^/i/]-N' -zc^/ur> |/7 

N- [4- (3 , 5- ^ 37 zr. /W) -5- (4- 1 ° y v?/W) -1,3-^ 
T ^—^-2-^ A"] T ^ V (0. 51 g, 1. 8 mmol) <DN, N-v^ 
y^vUTir hT ^ K (10 mL) ffi&\^ ^y^Vfx 
^(0.20 g, 2.8 mmol) SriDx:, 80*0^1 4«PK«1$U 

0.27 g (JR* 42%) Sr#f Co 
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202-203^0 

#%#]2 3 - 2 0 2 - V \ . 

N-[4- (3, 5- v>V f/P7x ^/k) -5- (4- fc° y ^/U) -1, 3-^ 
T i/— f yu]-N' -^a tVP? U7 
N- [4- (3, 5- * 7 at ^/U) -5- (4- fc° y vvU) -1 , 3-5 1 
7/^/U-2->f/I/]7^ (0.51 g, 1.8 mmol) CON, N-^ 
*?~/UT±bT* K (15 mL) fflSSlc, ^V^yS/ 
nfM0.23 g, 2.67 mmol) SrJn*., 80 < C-C14B$IB«H i 
bfc 0 R^ffi^^***-** b y ^A7KSra#\ #fffi 

0.23 g OfcsjS 33%) *#fc Df 
Ifc^ I28-130 < C o 
2 3-2 4 6 

N-[4-(3, 5-v^ 5 L /U^rcc=./l < .)-5-(4-t p y 3-^ 

N-[4-(3, 5- i?* ^ ^/P)-5-(4-fc° y vVU)-l, 3-^ 

7/-;U-2^;U]7>y (0. 50 g> 1. 8 mmol) 1 4-^^ 
fvKT^/ (0.06 g, 0.53 mmol) (£>N,N-v^ 

^yUT^hT^ K (5 mL) tfbtf7v?^;^ 
(0.44 g, 2.67 mmol) ^^0^, 70^^14^^ 

bfc 0 s/ca^te{c^»**^hy ^A*s:a^ wm 

bfc@f*:^M^Lfc 0 _#C>ttfeH*S:7KifcvVbfe«, ft- 

0.41 g (JR^ 59%) Sr#fc 0 
■jK 269-270^0 

[0076] mmm i 

Jcl:Wistar^ffitt^^ h (10-11 Bi»§:/Bl\ ^u^>- 
**TK?y h*«(Xtt£«)j»ft||R»tt»S:J|fflLfc 

^mmm^ v-r^* 28-0. 30 mm) \ 

SAL, **«SilKS:BH*(MCA0)bfco ^*5. ^ik^(- 

fc 0 ##0»Jl3-99O>fb^iftSr5X 0. IN HCl/saline{c:^ 
1 ml/kg£r»JIRajttLfco #«a»Ktt*«E«:»*L 

0 ttffl (8 : 00-10 : 00) & ^ (16 : 00-18 : 00) 02[e]fT^ o /c e 7 
^ hflMCAO 3 BilcBrBif L, £**JHAKS:4>Bi 

5-c) \z.xiimmu±Mm L3t^K«feSfi(DW) SraB'« L 
fc 0 Jfij^7k5>^S^»S;[ (ww-dw) /ww %]J:»9»tBL 

/Co 7 Sham»«:«^flf*, Vehicle^ 

tt»HB» («flt»^.») «:*i- D 
[^2 9] 



ft gfl2000-302680 (P2000-3O2680A) 



(57) 



111 



112 



» 


& 






Sham 


10 




78, 8 ± 0.07 


Vnhic Ic 


31 




i. v. 


81. 6 ± 0:124 




30 


0. 3mg/kg 


i. v. 


80. 8 ± 0. 28 * 



* P< 0. OS vs Vehicle 
co&^J; <9 . ( I ) ttJBifcff|*«&<aJ!illJft* 

* £ £ as*?a»5. 

[0077] tmrni 

Jcl:Wistar5iyft£7:/ h (11 iI&)£fflV\ AB^yf 

SttS&SJHU SB#«r«tti US:«, YJ + TJ XT* V 
>-<PX-i§m(-S0 o C) LfcSWSKftSSiSS 4 mm)£. Bregm 
a SO 5 L a m d a i^-g-C>'Niu©SH#K: 1 5 S>WJ¥ 

A L*-i»^-^ILfc 0 13-99 ©{frg- 

^£5% 0. IN HCl/salinetC^U, 1 ml/kg&ff^&M 

^RU^BtlH^ HB liia (8: 00-10:00) ^(16:00-18:0 
0) ©20fT*ofc. 7-^ Htfi*l£*l{fe2 B ftidBjfil*3 



iltt&rlMSL/Co Evans Blue (EB: Rat, 5%, 5 ml/kg) " 
£#&U t© 1 «HH»fc/No^vtfp»'T«waEi?aj:.' 

S8lijEfifl:£a>J5feU 1 ml 50% TCA %Mx.**: J f-}-'< 
XLtcm, ift'fr (15,000 r.p.m, 15 &±ffi&n 
fc. ±mii-*"( ?v7^\>}>— y— KX 610 inn K3t 

U EB amSSrffill^Ufco JftMfiSilttHU 
aitlifofcD© EBitm* (jug/g tissue) £»'tb" 
Lfc^, ShamU («^«W) , Vehicle^ (*N&# <* 
) ©HSrl00%t LTSLfc, ro«*J;!i, 
ffc#ft (I) «flEnfcflgjftLl : SjH4/tit«i{SJ^fflSr* 

[S30] 



s 


W 
ft 


J8fi 




Sham 


8 




0 ± 2 


Vehicle 


8 


! i.v. 


100 ± 16 




8 


0. 3niK/kff ! i.v. 


59 ± 13 * 



[0 0 7 8] 



(51) Int. CI. 7 

A6 1K 31/497 
// C 0 7 D 417/04 
417/14 



F I 

A 6 1 K 31/495 
C 0 7 D 417/04 
417/14 



6 0 3 



F^— -M##) 4C063 AA01 AA03 BB01 CC62 CC75 
CC92 DD04 DD11 DD12 DD23 
DD62 EE01 
4C086 AA01 AA02 BC17 BC36 BC82 
GA02 GA04 GA07 GA08 GA10 
MA01 MA04 NA14_ZA36 ZC21 



